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mn^^t>L. (±. -CH2 -0-. -S-tfc{i-NR^ " -^mt>L ( 
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fihib^i^^-t^m.mm'^t-miiz^j:^x. i ~2ii(^Mmm^-. iii<^5m^JKi^:^iu^/ 

^fcti H@<OigJtlli=-«:#tf 5~7*0^^:a*m (-<^^^mti. Cl~8T;V^;v» 
. 7lcm*t:^c(iT^ y^ic io-C«^i?tL-cv^-C^> J;v^o ) ^mt>L. R^ ^ ' :feJ;z/R 
2 ^ * Ji. -?-tL-P^x^:iL-C. C 1 ~ 8 T^v^;!/*. C y c 2 tfziiC y c 2 i:: J; oTS 
m^tL/cC 1 ~ 8 T;v^>'V^^^:bL. R2 2 a tK^*. ci~8t;^^;v*. Cy 
c 2 tfcttC y c 2 tCio-Cfim^tL/iC 1 -ST^V^^I'A^^^pU. C y c 2 ii. 05 
~7<^#m^«mx ^y^rfi 1 ~2ffl<^ami^.^s I'licom^M^^i'OV* /cfi I'fSt^^ 
llir.T=Sr'^tp5~7*<^mmit^3^«:^*?-t-o ) ^ P^i^ 0 ^^{i l~50^!^«:*t»L 
. Q}i. 4 ~ 6 <7)^^?r^*>L. r(i. 0 t /^ti 1 ~ 4 L. s {i. Otfzit 

l~4<^^mt^:bL. 



tUiE#2 004-3083062 



#M 2004-169958 



4/ 



[it 6] 



itm-m 2 4 1 





jio^R* ^ it. ^iLrtm±hX7i(.mm'^tfzitc i-8T}i^^)^^^i0it>L. 

Hbsl 



[Bt*:S 2 5 ] 

T&^X 1 ~ 4 T;v^;v^-tr2b^li^^2 SIB^OIS^. 
[W^a 2 6 1 




[»*:^2 71 

1) 2- [3- (4- ( 5 7a:. — 7'^/^vW';^T§ 
i^m^ 2) 3- [3- (4- (S-^a^-;^^^^-^^^^^) -T^nli"^!^ 
T^y] T'nyiiyS^^ 3) 3- [2- (4- ( 5 - 7 ^--'W^^f^^l'^^ v) y^^}^ 
) a^^;VT^y] yn^N'^^, 4) 2- [3- (4- (5 --7 ji-;W^>f-^V:*-^'» 
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2-:7'x^;v| T5y) •T'n^'N':/^^ i 0) 3- ( I (2E) -3- [4- (3-vi5' 

,11) 1- i [l->^;v-6- (4-7i-;i/7'>^-» -3, 4-ytKn-2 
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) - (CH2 ) , Y CH3 
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V 



V 



[0 0 13] 
fi-^ti 1-10 <DM 
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'>^nT;V^;V*. 7 x::::;V^:feJ;0^/'t Refill Kn:^f->-7ai-V>^T?a^$tL-CV^-C 
^>j:v^) , C 2 ~ 6 T^V^^Jl'^^ C 2 ~ 6 T;i'^^;V'*i/ci47 Ji^;!'* (OH^fg 

mi^ttrv^T'J) J;v>) R2W{i^ tK^H^x C 1 ~4 t;v^;v*^ ^{iT->;v3fe*. 

*^ fctiC 1 ~4 TJi^^^-y^i:. R^ ^ (i, gm$tLt:v>-c i J: u^C 1 ~ 2 0 Ti^ii ^ 
[0 0 2 1 1 

—■yf. SIP (^at^THI (A) iz^-To ) {ijffl)3ai*lT'(7);^-7'f va'ltKO'ftitlllte^ 

nny- (Biochem. Phann.) . 5 8 > 201 (1999)) o 
[0 0 2 21 
Ut8] 




Me 



(A) 



[0 0 2 31 

EDO -3. EDG-5, EDG-6:fe5ct?/EDG-8 (SO IC-etL-TttS 1 P 1 . SIP 
3, S1P2^ SIP4. :feJ:y^SlP5 ti>^^^fiX\f^^o ) ibmhfiX^*). ^ti 



hli. U V*;<.7T^v>'^ (LPA) ^##:-e^;2)EDG- 2. E D G - 4 ^ J: tfE D 
G - 7 i:*t>-^-CEDG$##7T 5 U - iin^fftLTV^So S 1 P^^-ff^tiS 1 P tm^ 
m^^mz'^ yz^V >:^LfzG^y^'^i^il!i'LXmmiZ'yiri-}V^ii:K.^o SIP 
$##lw^'^Ld*G^>>''«i^i:LT{iGs . Gi^ Gq^ G12/13 ^*«^ibtLT:S5 

[0 0 2 4] 
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SIP <D&m^&)i'?m tLX. ^ >\£VU a n vitro) ^^-e{±^?tMH&^ 

^tf^-K ( i n vivo) m^x-iiikBm^ni^m. M^m^i&Mi^m. wikmrn^j^-i^ 

-U^m^^Xlit/oifmhU^liZ^fiXy^^^Ti^^^fZo 
[0 0 2 5] 

^iSld^J-o-C, S 1 P-9-:/^'-f7'<^)--o-e*<&EDG- 6*^ ^ ^ V ux^it^'tfz 
}i. YisXV^-^f7 :;^<Dm^mm^^h^ti~-y^-^iv^ EDG-1> EDG- 3 i3J;tJ^ED 

G- 5 fc<^ffi|el14*«T5 y^V^;V-Cj^4 5 %-e2fe*^: i:^«t>;6*o/co EDG-6{±. ^ 

^igS*;5)V^(i^5g^lcj3it^ S 1 ?(Di^mKm< mt><>x\^^^ t^^hfix^^^:^ 

:j-'5r5 • T> K ♦ >'^W 7 'f ^ * ;V • V'^-'f- • 3 5 J- — -^-^z 3 >X (Bio-chemic 
al and Biophysical Research Communications) ^ 2 6 8 ^ 583 (2000))© 
[0 0 2 6] 

[0 0 2 7] 

t /^J±?&5»ISIi: LxmMX^:h t^x.hti^o 
10 0 2 8] 

[0 0 2 9 1 

FTY 7 2 0 O^&agPPMf^ffl t E D G - 6 t <^BIigti*:^l^-r ^ -r- t LTtis #0x. 
Jf. E D G - 6 Mm^mmm<^ S l P^jStC i ^S^^M^^^ tc^:^ LT. F T y 7 2 O 
WJfi<Itwf!i< :^T% ^**-f >^##-e*>^CCR5 i:EDG-6 ( 

S 1 P4 ) fc<7)^||^«ic:j5V^T{i, jt^l'^tLTFTY 7 2 0 L^'lfeaifi^icf^ffl 

[0 0 3 01 

^■hfi^ FTY 7 2 QliM^^mmKJZ>^m^t^MK'^T^^^i^m^W':>^ t7!}^^m^ 
fifzo FT Y 7 2 0 ii^f^ffli: LT5fe>tiJin.'t«<^V U V/-?^*^!! 

?i> ^stt-fb. ffiMsi. isxz/^'<)]y:^m^miizisi>'^^mmmMmmKUvxiimmm 

^-f '7 h<^SI.^:*^^ FTY 7 2 0 t±^ffi-C*-i> i t ^>^I^$ tL/io 
[0 0 3 11 

L*^L^;6«ib. FTY 7 2 0ti. IS-^^4-#M;0^Mi6<btL^ iK^HJf^ffi ^>^^$tLT:fe 
>9 • • ♦ U • V -ij- j:. -r 1" • ^•:f • ^yuu-j- (J. Am. S 

oc. Nephrol.) .13^ 1073, (2002)), ^miZ^fzoXi±-\-^tj:^^Mi!)^'Z'>m 

2004-3083062 



#M 2004-169958 



5/ 



^tt> h fix ^ o 

10 0 3 21 

(la) 

10 0 3 31 

[-[1:91 



1^ 




(CH2)^-E 




G'-Q^-COOH 



(la) 



[0 0 3 41 

2m<^Mmm=^. i 'f@com«M^:feit//t ^^t^ i m<D^M^^^^tf 5 ~ 7M<^mm^ 

■rnSii€r^t>L. t±> -CH2 -0-. - S - ^ fcti-NR ^ ^ -i^t>L 
tt^. ^ {i> 7K«M^^t/t{iC 1 ~8 7>'V^;i/^^^t5-ro ) . R ^ C 1~8T 

C 1 ~ 8 7;v:3^->^> /^^>J'':/J!1^, - h /^t± h U n ^ 

iMt>L. R^ * {4. 7R*M^t/c{4C 1 ~ 8 7;v^;^^^^^L^ R" * i±> tK^IT.^ 
* /ifiC 1 - 8 T;V^;v**^*>-t:dN R^ * tR** ^ t±. — j^tCl^oT. -CH2 CH 
2 -t/wl4-CH = CH-=g:**?L, G ii. -CONR' * -NR' ^ C0-> - 
SO2 NR^ -X -NR' * SO2 -> -CH2 NR^ » -tfzi±-NR'' CH2 - 
*^*?L (^4^. R^ 7fc*M^^. C 1 ~8 T;^^;v»^ Cyc l^/c(4Cyc ItC 

J;ot:«m$tL/cC 1~8T;V^;V^«:«*3L. C y c 1 ti. C 5 ~ 7 t 

/;{± 1—2 m(DmMw^^. 1 j; thv ^ /ct4 1 m<omnw-.=^-^^t^ 5-7 

[0 0 3 51 

litl 01 
,1 




[0 0 3 61 

^^t>v. J ^ > J 2 . J 3 ^io? J * -e^L-rtL^iasiL-c^^m^s/^ii^^i^T- 

^^:bt ifzfzL. &mm.=¥-ii2m&^TX$>^o ) . R^ (1) Cl~8T;V^;V 

(2) /Nnyvil^^^ (3) -hnS, (4) i/T^'*. (5) y }V:^u 
(6) h 'J 7;i/:^-n^ h^'>^, (7) ■7a^-;V'^> (8) r^9v'V;^^^ (9) 
-OR^^ft. (10)-SR^°"*. (11)-C00R^^*»> (12) -NR 

12aj^l3a^^ (13)-C0NR^*"R^^'^. (14)-S02NR^^' 

thiE# 2004-3083062 



2004-169958 



6/ 



a 



7 a 



(1 5) -NR^ * * COR^ ^ ^> (1 6) -NR2 ° » SO2 R2 ^ 
(17) -SO2 R2 2 * ^> $/if± (18) -OP (O) (0R2 3 « ) 2 
t>L (^Pf, R® ~R^ ^ " . r2 0 « ^ j;t>'R2 3 a -e-tL-rtL^fiStLT. Tlc^ 
il?-. C 1 ~8T;V^;^*^ C y c 2 4/c(±C y c 2 tCj;oTem$tty::C 1 -8T;V^ 
;v*=S:*t?i-36>> R^^a^^isa^ Ri^^tRi^^, Ri6^i:Ri^Mi.-e 

0^r2 ^ * ti^ -ett-rtL^5tbT> C 1 ~8 T;V^;i^*s C y c 2 t /ctiC y c 2 
■C«^$tL/cC 1 ~8 T^V^JVft^r^fet^ R2 2 Mi. 7K-m»> C1~8T;V^;V*> 
C y c 2ifziiC y c 2 ICi •cjT*|^$:lt/v:C 1-8 T;V^;V**S*? C y c 2 {i> 
C 5 ~ 7 co^^R^3S. t {i 1 ~ 2 1®«^a*J!E?-. 1 1@<^m*iE^^i3 i t>V t {4 H@ 

[0 0 3 71 

litl 11 
1 





[0 0 3 81 
[0 0 3 9] 

[-fk 1 2 1 



[0 0 4 01 

q{4. 4~6<7)^^^^t>L> rfi. 0 1 7tt4 1 ~ 4 (^^ic^^*? s ti. 0^/^(4 1 
~4<^^I^*^*>L. 
[00411 
['fb 1 3 1 



[0 0 4 2] 

G-iT=r^>^ b t LT:tfflt?$)^:ii:5&«Mm$tLTv>;&7&^ E D G - 6 is J: 

^jtrM-r^iamti'fcv^ (#i^=:S:m 4 #R^) o 

[0 0 4 31 

[#^:fi:m 1 1 m^<^mwo 94/008943 7 v 

mm:^m2 1 mm^s -12834 7-^<2ri 



[#W^«3l @l^<2rWW0 02/07699 5-^/^>7 h 

[#i1=:fi:m4l gi^^&iiwoo 2/09206 & V 

l^mc^5] ill^<&WWO 0 2/0 8 5 2 9 Q-^^-^yyi^y h 

•^^:j^>:^ (science) > 2 9 6> 3 4 6 (2 0 0 2) 

t±iiiE# 2004-3083062 
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7/ 



[^mWf-XU2] -^f • • • ^^M:^-av*J^ . ^5 7. h ij- (j. Biol. 

Chem. ). 277^ 21453 (2002) 

[0 0 4 41 

v> T-iS v^^:^ =^ ^ -tilSiJ T^^'^-t iw-gJS $ tt-c o 

10 0 4 51 

FTY 7 2 0^^m•t^%^&1^Mi^m:^^. FTY 7 2 0 KWm^^j:i^M^j:<Oi>-. $>*VMi 

{i. mmtLxmm^j::^y ^ y^^fi^y- 1 - V >^ (sip) ^##:trov^-CM^W^^ 

DG - 6KnLx^^\^^m^m^^i-^tiM.mi.fzo ^hK^i^h^^m^it^mib^. 

[0 0 4 61 

[1] s iF^^i^^^m^m-r^it^m^^mLxtj:^mm; 
[ 2 ] f^m^mmx^ ^ ±ia [ 1 ] mm<Dmm ; 

[3] S 1 P^##:555EDG- l^ EDG-3> EDG-5> ED G- 6 is XZ/Xtfz 

{±EDG- 8t?ab^±ffi [2] mm<r>mM', 

[4] S 1 P^#^>5^^EDG-6X-*-i>±|B [3] Ifimt^JB* ; 

[5] EDG- em^m^^-r^^t^mn^EDG- 6T^^:^vx:^^±m [4] warn 
■ [ 6 ] ' ^mKi^^<D^mis J: i>v t fz imuMx^^ ±ia [ 2 ] mm<7)mm ; 
XI/ 1 fz (±istt*gj^M^-e ^ ;?) ±ia [ 6 ] mm.<D mm ; 

[10] ge^&5Stti^M<7>^i?*i3 iu^/t /^{4?&3»^j-e^*±lB [2] $?.m(DmM; 

•^^F'i'Mife. m^^^:^J^^ ¥m^'*'»i!E> ww^i^^rj^z-i^fzitm^m 

x$)^±m [10] la^osm ; 

[12] • 7U)i'^-^mB.<^^misxxfxtfziimmMx^^±m [2] mwL<Dmm; 

[13] T l^^V^—ttJ^mT^^T b ^-^&m^X^:h±m [12] |B«<?)E^ ; 

[14] 'J y^mm'j--imMx^^±m [ 1 ] lamog^ ; 

[15] u >/^°^M^^^'f^ffl^PJ*«I:■5fe•; y^-^^mm^<o:^-5. y^sri&Mi^mM. t fzn u • 
y^mTb^^<^iSsL^^<Dv y^'<^wmm.nmMx^:h±m [14] ifimog^ ; 

±ifl [14] iam<7)ii^ ; ' 

[17] S 1 P^##:7&^EDG- 1, EDG-3, EDG-5. E D G - 6 i5 J: T//* 

tiiiE# 2004-3083062 
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8/ 



fctiEDG- 8 t?^;2)±ia [14] |5®<7) 
[18] SI P^##*^EDG- 6-C*-2)±tB [1 7] fB«<7)E^ ; 
[1 9] EDG-6i^^ig^;t1-^<b'g-!^7&«EDG-6T:3'^;^ YX-^^±m [1 8] 

"[2 0] 1 F^m^^^m^^t^^t^m^\ -m.^ (i) 

[0 0 4 7] 

Kt: 1 4 1 




COOH 



(I) 



[0 0 4 8] 

60ti-^o ] 

[21] — ( I A) 
[0 0 4 9] 

mi 5 ] 



-Y^ COOH OA) 




^N— 

^ _ ^ _ 

[0 0 5 0] 

) . ii7i^mm'f-trzii^m&^mt>irf>\ i^xv/tfzitY^ x-^^ti^^^- 

■e^$tL^'fb'^%-e^;s.±fB [2 o] iBm^^IS^ ; 

[22] — ( I B - 1 ) 
[0 0 5 1] 

[<b 1 6 1 



COOH OB I) 



^ m 




[0 0 5 2] 

[^tt'> ^B^ {iY-C^;&:}X'g>y^^--9--<^M*IMT- 

^JiO*' [2 1] |Btt<^IB-^i:|W]C#.i*«r«^i-o ] 
■C^$tL-2)'fb'^tJ"^*'5)±fS [2 0] IB^Og^ ; 

[2 3] SI F^m-i^^^m^^t^it^mK -wc^ da) 



1 0)&?]^BOg^^fc— ^iw'&oT 
*3L, -?-<^'flfc<OfB-^{±JilB [2 0] 



tiiiE# 2004-3083062 
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[0 0 5 3] 
Hbl 71 




(CH2) 




G^-Q -COOH 



(la) 



:t>L. 



[0 0 5 4] 

[5S:4>> Mi, C 1 ~8 T;V^;1'^s C 1 ~ 8 T;^^^-^^, /Nn^J'^/i'^, ~hn 
t>L. E'' l±> -CH2 -> -S-tfwfi-NR^ * -=Sr^:bL C^'^' 

7i(,mm^tfzitc i-sT)i^^)i'^^mt>-ro ) , r^ Mi, c i~8t;i^ 

r3 7K^M^t/c{±C l~8T;i/^;v*€r^^U. R'^ Mi. tK^H^* 

^cfic i~8T;i/^;v^=^^*?-r>&^, r2 a tR* {i> — ^iC^oT, -CH2 CH2 

-tfzli-CH = Cli-^mt>L. {i> -CONR^ ^ -NR^ ^ CO-, -S 
O2 NR^ ^ -NR7 ' SO2 -CH2 NR^ " -t^cli-NR^ " CH2 

im^. R^ Mi, yicmm^. C l~8T;V4r;v^, Cy c 1 tfcfiCy c IKX 
o-C«^$tL/cC 1 ~8T;V^;1/*=S:^^3U, Cyclii, C 5 ~ 7 
{i 1 ~21@<^ffl*il^, l-fiom^m^^i^ j;t;»Vt?t{il>li<^^^JEi=-1:'^tf 5~7*<^ 
#m4t«SS=S:^^-ro ) , QMi, Cl-^T)l^^U>&ttzit 
[0 0 5 51 
[<bl8l 




[0 0 5 61 

=^^t>L, J ^ , J 2 , J 3 is iZ/ J Mi, -g-tL-rtLJf^^L-CR^Jg^^^^fi^^Mi^ 
^mt>L ifzfiL. a*M^=-li2limT-eafe;5>o ) , R^ Mi, (1) Cl~8T;^^;i' 
(2) ^M3y>I^^, - (3) - >.n^, (4) vry*, (5) h U "7 ;v:t n > 
(6) > 7;V:4-n^ h ^->&, (7) (8) •r-b^V'U;v^, (9) 

-OR^^^, (10)-SR^°*^, (ID-COOR^^"*, (12) -NR 
12aRl3a^^ (13)-C0NR^**R^^''^, (14)-S02NR^** 
R^^*^, (15)-NR^^^C0R^^^*. (16)-NR20»S02R^* 
* (17) -SO2 R2 2 a ^^,(^ (18) -OP (O) (0R2 3 a ) 2 

**?L (^Cfl, R9 a ~Ri 8 a ^ r2 0 a ^j.yrR2 3 a -g-^L-etL^JZl LT, TK^ 

igi^, c i~8 t;w^;1'^, c y c 2 t/^fic y c 2 tcio-ram^tL/tc 1 ~ 8 t;v^ 

;V^=S:^t>i-)&N R^2a^Ri3a^ Ri^^^iiRi^M R^^^tR^^Mi, 

^^c{ii'(@<^mm®^*'^tf 5~7*<?)#m^^m (cico^^mfi, ci~8t;v^;v» 

2 1 * «, •^fi'^fi^^LX. C 1 ~8T;V^;v*, C y c 2 tfzitC y c 2 lcJ:oTS 

^^tLTtC 1 ~ 8 T;i^+;i/**^t?L, R^ 2 ' {i, 7X®^*, C1~8t;v^;v^, Cy 

c 2 ^f^liC y c 2 frCioTttl^^tlfcC 1 ~8T;V*;v^*^^pL, C y c 2 Ji, C5 

miE# 2004-3083062 
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y : 10/ 



^ qli> 4 ~60^^=lr^.^Ls r ti. 0 t /ct± 1 ~ 4 O^^'Sr^Jb s {±. Otfzii 
1-4 oMI&=lr^t>L^ 
[0 0 5 7] 

Hbi 91 



[0 0 5 8] 

■C^^iti^i\:^^> ^(D-fu y ^ifzii^ivh(D^X-^^±tZ [2] [14] 

mm<Dmm ; 

[2 4] Y;6« 
[0 0 5 91 

m2 01 




[0 0 6 01 

[0 0 6 11 
[it2 11 



[0 0 6 21 

-C^-SilB [2] tfzii [14] fBm<^)ll* ; 
[2 5] 7&*C 1 ~4 T;w^;i'*t?ab'S±IB [2 3] IB«t<^ 

[26] H)^ 
[0 0 6 31 
[^b2 21 




[0 0 6 4] 

[^^-x ^T<7)iS-^{±±|a [2 2] iBm<^ifi-ti: i^t^i*^^t>-to ] 

-eab'i)±iB [2 3] iBm<^>^^ ; 

[2 7] 1) 2- [3- (4- (5--7i^;V^>'^>'V:^-^>') 7^^-;!/) T'ny-?^ 
-YJWT^y] 1^^. 2) 3- [3- (4- (5 -7 7^-^^) 
yoe;l'T^^] :/n/N'>'m, 3) 3- [2- (4- ( 5 - 7 i-;v^>-?^;v^^'» 

aif-;VT5y] 7'^/'?>'m^ 4) 2- [3- (4- ( 5 -7 ji^;!''^^'^;!^ 
ji-^v) •7i-;v) yotr;VT^y] Sim. 5) 2- [N-^^;V-3- (4- (5- 

-/otTji/T^y] tim. 6) N- ( (2E) -3 
- 12 -^f^;^- 4- [ (5 -7i-;v^>'^;v) :^^v] ■7i-;v| 7'nyN--2-J^- 
;v) -^-T^-V. 7) N- ( (2E) -3- ]4- [ ( 5 - 7 xc^;v^:^^;v) :t 
^Jfv'] -2-yn^-;v) - ^ - T^^^'^ /iti 8 ) 3- ( 1 [1-^f-^^ 

l±iiE# 2004-3083062 
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11/ 



-6- (4 -7j^-;V7'h^v') -3, 4 - vH Kn- 2 --^-7^ l/^;^] 



J) 7'a>'^'>i^•cab*±|fl [2 5] IBf^O 
[28] (1) 3 5 - [3 - (4 - 

•7i^;v) yo/NV'f ;i/T5 y] ^^^m*/wf± (2) 

-e2b^±ia [2 6] IB^O 
[29] -WL^ ( I ) 
[0 0 6 5] 
Hk2 3] 



COOH 



(5 — 7 J^ — ;l"^>'^''^^^>') 
2-^aa-5- [3 - (2- 



^ in 




(0 



) 



[0 0 6 6] 

[^>=f> ^-COlB-tti-hlB [2 0] 

[0 0 6 7] 
l-fb 2 4 1 



la> 




(CHa),— E 




G"-Q"-COOH 



10 0 6 81 

(^^tt"^ Ri a fi^ C 1 ~ 8 t;v:^;v^, C 1 ~8 T;!'^ 
;t)L> EMi, -CH2 -0-. -S-S/i 

ti. 7K.*IE?-*/^}iCi ~8T;v^;v^=^^t)-r 
C 1 ~8 t;v3^'>^, -'Nn-jr'v®^, ^hns 

- i ii - C H = C H - Lv G fi. - C 0 N R ' 

02 NR' " -NR^ " SO2 -CH2 NR^ 

^*>L R' Mi. Tic^il?-. ci~8t;v^;v 

oTfim^tt/cC 1 ~8 T;^^;v^^•*^^L^ C y c 1 (± 

ti 1 ~2i@(7)M^ir,^. i'i®(oi?^ii^*5<ttf/t/c{i 1 

^m^m-h-to ) . QMi. C 1 ~4 T;V^ 
[0 0 6 9] 
Hb2 5] 



, R® » 

fc(±C 1 



a 



Mm^^^^tt 5 ~ 7MO^i^1* 
t±-NR® ^ -^^t>L (ft* 
c ) . R2 Mi. C 1 ~8 T;v 

^t»L. R* Mi. TK^iET^ 
— ^^iC^roT. -CH2 CH2 
* -. -NR^ * CO-. - S 
- t fz {i - N R ^ ^ C H 2 - * 
C y c 1 i:/::{iC y c 1 13 i 
C 5 ~ 7 (OM-mRmm.. t fz 




[0 0 7 01 

=^^*5L. J ^ . 



J 2 , J 3 J:tFJ Mi. -friX^f^^^VX^mmi-tfzii^mm'f- 

m^it2miikrx-^^o ) > r^ Mi. (d 01-87;^^;^ 

tii|E#2 004-3083062 
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(2) (3) ^Vum. (4) vTy*> (5) y 

(6) Y^} y)l^tu>i (7) ^Ji^;!'^^ (8) t hy'/V )^^. (9) 

-0R^*«> (10)-SR*°«S. (1 1) -COOR^ ^ * (12)-NR 
12aRl3a^^ (l3)-C0NR^^^R^^^^> (14)-S02NR^^^ 
Ri7a^^ (15)-NR^*''C0R^^*^, (16)-NR20«S02R2^ 
" (17) -SO2 R2 2 * *s ttiit (18) -OP (O) (0R2 ^ ^ ) 2 mi 
0.t>L (»4'> R^ ' ~R^ ^ ' s R2 " » iSiU^R^ 3 a -etL-rtL?*5:bT. Tic* 
C1~8 7;V^;HI> C y c 2 t^{iC y c 2 t;iJ:o-Cgi^$tL7tC 1 ~8T;1/^ 
;u*^^t>-r30N R^2a^Ri3a^ R^^^tR^^*. Ri««i:R*^M±. 
a lb ^^^-a-i- ^ 1 ^ o T . 1 ~ 2 1® <7)^*m^=-> 111<^m^lI^^J:t>V 

t/c{ii'l®<7)iiE^iE^*'^tf 5~7M<o#3S^*m (^loig^^ti, ci~8t;1'^;v^ 

2 ^ * tt, -?-tt'rtL^3tLT. C 1 -8 T;V^J^^> C y c 2 tfzitC y c 2 ioTa 

m$tL/cC 1 ~8 T;v^;vS'Sr^t)L. R2 2 a 7KMm. C 1 ~ 8 t;v^>'V^> Cy 

c 2i/iJ4Cy c 2twJ:oT-B^$tLfcC 1 ~8T;i^^;i'*'S:^t)L> C y c 2 ^i^ C5 

^Ii^=-=^-^tf 5~7*<^#mift^5»S:^*>-ro ) , pfi. 0 t/wtil ~5<7)^m^^^L 
. q{±. 4'-6(D^^imt>L. rii. 0 i ^cti 1 ~ 4 <^&^^^*? t. s {i^ OtfcJi 
1 ~4<^^^^:^^pL. 
[0 0 7 1] 
Ut2 61 



[0 0 7 2 1 

[3 0] — (I A) 
[0 0 7 3] 
Hk2 7] 



im<o ] 



m 




■N- 



<:OOH (lA) 



n — \ ,R' 

*^ » *^ 

[0 0 7 4] 

^x(Dm^ii±.m [2o]*3iy^[2i]iB 

-e^^±iB [2 9] iBmc^-fb-^^ ; 

[31] — ( I B - 1 ) 
[0 0 7 51 
[<b2 81 



* m 




N — Y^— COOH CCB-l) 



[0 0 7 61 

i^^. ^X<Dm^ii±m [20] ^ [2l]:feJ:th'[22] |B|&0|B-^i: RI Ct^IJ^^ 
t>i-o ] 

T'*^±iB [2 9] mm.<r>^\:^m ; 

[3 2] 1) N- I (2E) -3- [4- ( 3 - 7 j.-;W7'n ;^°#'» 70^-;^] 

n/N-- 2 - p-Ty^-y. 2) N- i [6- ( 3 -7i^;v/n:!i^dE^'» - 

2--?-7^;v] -yff-T7->. 3) 1-1 [6- (3 -^i-^l'T'nj^'^v 

aiaE# 2004-3083062 
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^-'J: 13/ 



) _2->^7^;v] r'^^-Jy- 3 )V:^ym. 4) i- I [6- (3-7 

i;i;V7'n^ilr~>) -2-:^7-^;v] tr^u v^:i^- 4 -*;^'■K>^^ 5) N- 

I (2E) -3- [2-^f-;i'-4- (3 -7 ji~;V7"n;J^^'» yju~)V'\ 

-)ff-T7^>, 6) 1- i (2E) -3- [4- ( 3 - 7 j^-JV^n ,i^dr 

i/) 7i-;i/] -2-7°n^-;vl tT^U v^^'- 4 7) i- j (2E) 
-3- [4- (3 -7i-;w-/n.i^^-» -^j^-JV] -2-yn^-;i/| T-H-^v>-3 
-;&;v*'>'m, 8) N- i3- [4- (3 -7i^;V7°n:4^^'» 7x-;v] T'ne;^ 
1 -^-Tv->. 9) 3- ( 1 (2E) -3- [4- ( 3 - 7 ^;i'-/o t:;!/) 

-2-7'x^;V| T^-^) 7'ny>->m> 1 0 ) " 3 - ( 1 ( 2 E) - 3 - [ 4 - ( 
3 n/silr->;v7'n^°:3r-» - 2 - ^ ■^-'i/^ -2-:fn^^;v} T5y) 7* 

n/N-^^x 11) 1-1 [l-^^^V-e- (4 -7jc::^;i/7'h^v) -3, 4-vt 
Kn- 2 -^7^?' 1/-;V3 - 3 -T-lf^vV^^/^VsJf^g^t /c(± 1 2) N- 1 [ 

1- (5-7i^;w^>^;v) - 1 H-^ :^ K-;v- 5 ->f ;v] >f-;H -p-7y^> 

t?3b^Btria [2 9] iam<^'ik^% ; 

[33] ( I ) 

[0 0 7 71 
Ut2 91 




COOH (T) 



[0 0 7 81 

[^if. ^t:<7)ifi-^{±±fa [2 0] w.M<Dm^tmc'M.^^^t>-ro ] 

[3 4] ±15 [2 9] mf^<Oit^m. ^(DZfu Vy y iy'tfzl,t^nh(Dm.^^^LX^j: 

[3 6] SI ■p^^i^m^m^^ir^it^'^om^m'&mm.-mmi^^^-r^^t^s^wc 
[37] SIP ^^i^m-^m ^m-r^ it^w. ( i ) 

[0 0 7 9] 

{its 01 



X h B H COOH (I) 

n 

[0 0 8 01 

[3 8] -Jlfe^ (I) 
[0 0 8 11 




mtE# 2004-3083062 
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^-v^ : 14/ 



^ 'm 




COOH (T) 



[0 0 8 21 

[^fp. :^-c<^iB-^{±jifa [2 0] mWLom^tmzM.^^^t>-ro ] 

[39] -J^^ ( I ) 
[0 0 8 31 

^1:3 21 



(R^ 




COOH (I) 



m 

n 



[0 0 8 41 
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[44] 1) N- ( (2E) -3- \2-j^^)i^-4 - [ ( 5 - 7 

r^-ilrv] •7jl^;V| t^d/n*- 2 - -/J-T^-^, 2) N- ( (2E) -3- 

:/i/^ti3) 3- ( I [l-^f-;V-6- (4-7ji-;V7'>^'» -3, 4-vliK 
□ _ 2 -:h-7^ T^y') '/n/^>®?-e**'fb'^2^. -tnzfuh'^yift. 

[4 5] — (I) X-^^fl^it^m. ^<D-:fu y irtfzii-tflh<Dm.<omi^l3 
[0 0 9 1] 

^^^^ffl*'*', S 1 P >::fv> - 1 - 'J ( (2S, 3R, 4E) -2- 

y - 3 -li Kni|rv:^-i^ iJ'f';^;- 4 1 -U >'^) ^^t>1-o EDG 
hti. Endothelial Differentiation Gene=Sr**? E D G - 1 d^ip E D G - 8 t "^^r^ 
fS;Lrv^^o •e<Dd-^EDG-U EDG-3> EDG-5. E D G - 6 *5 i^^E D G - 

8 (suic-ett-rtLS iPi. S1P3. S1P2, sip4, is^o^siPs t^^&^tL 

TV*-?)) S 1 P^##i:v>do 
[0 0 9 2] 

[0 0 9 3] 
[0 0 9 4] 

-fy^^w^t^) . #x B^^M^) ttzii. mmmm m^i^. -wumm. Mann 

[0 0 9 5] 
[0 0 9 6] 

^%mMm.m. -fv^m^. ^'Si^wm. MmmMt}^. ^-^m^pm^. wm%^^^ 

[0 0 9 7] 
[0 0 9 8] 
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[0 0 9 9] 

[0 1 0 01 
[0 10 1] 

^ T v> ^ SI5ffi^;6- h U > ^ $ ^ ^ i: ^ * o 

[0 10 2] 

>'^^$^^:"Ci5< dilute J: oT. U >^^•^^r^l^ili-'i)f^ffl S-v* o 2^f^ffl t::{i#«1tr<^^ 

[0 10 3] 
[0 10 4] 

2|s:5g«B»4'> [Jkmm tii. m^i^ [c 3-1 5<Djkmw} ^^^oo res- 150 

f|S;6«t&fn $ ifi^X ^ n L fz-m^Rmm.^ i U^'liS^ L " 

^tfi^o Mx.{f^ vi>nynyA°>', v-i^ny^^, ->^n^>iS'^, ->i5' n^^^J-^^. 

rJ' n K-T* z/i7U h V Vt"^ >'^ n-f VyTii >'^ ~> n ^ > 7* >'^ n 
•^yr-y^ i^^ u-^^^y^ u -^-f 7- y ^ uir 7-y ^ i/ ir u^y ^ -Jj:.y^ V 

^ u^^'^-j:t.y^ "y u -^-f 9 V :^-y ^ %/ i7 u-^ ^ ^ =j :^y ^ -^y^y^ ^y^vy^ 

?^—\Lyxi-r\y 9 vy ^ yXvy^ l: KnrXl^^^ -iyfy^ f^—yLYu^yfy 

, -iy^y^ -fy^vy^ v^rxs-t-p 9 \/y^ 7-\-^yLYu-^-7 9 vy ^ ?^~-\LYu-i- 

V9Vy^ 6, 7 -i^i: Kn- 5 H-^>V [7] r%\yy^ SH-'^W [7] V 

•t^, T-^-^yy-y^ yfl/:i-lyy^ y:i^-tl^y^ T>' 

Yy-ty^ 7.\£u [4. 4] y^kin [4. 5] t** Xtfn [5. 5] "^yy* 

ijy^ \£-y9u [2. 2. 1] ^"/^ >^ IfVi^n [2. 2. 1] ^7'^-2-J^V. If 
~>^n [3. 1. 1] ei/jJ'n [3. 1. 1] - 2 - J^^^ ifvrJ^n [ 

2. 2. 2] t^^y. tf:/^n [2. 2. 2] 9 -2-:i-y. T^-^y^y. ^ ;V 

[0 10 5] 

rc 5 ~ 1 2 <^#m* fz\fZM^l^%W\ t ti, C 5 ~ 1 2 <^)m3^* /cti 

—^^Rmmy')-i^^fz\t^^hii^~u^fz\t^^m!^\^-tz%,(n>^m^^,, =y 

iru^y^y^ -y^ru-^^'^y^ %/ 9 "a -r^-f 9 y ^ %/9^^9 9 y^ i^^uy-f-y^ 
uy'-ay^ 'y^xi^y'Tijy^ ''y^u Vv'ijy^ h U VT:^y. -y^uf- Yyy'iJ 

y^ i/^^-^y^THy^ -y^u^yj'y^ ^/^^ a-^df -fe '>^r n^:/'x v'^n:^- 
97-y-. "y^xx^y 9 V:^y ^ -y 9 'Q'r^ii-^V:^y ^ 'y 9 u -r^-f 9 V :i-y ^ -y9ut99 

, -iyry^ ^^—y^Yu^iyTy. -iy^^y^ -fy^vy^ vy^Yu^y 9 vy^ rh^ 
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\^ yui-y ^ uy. y-^-'i^ Vui-y ^ \yy, 6, 7 - v t Ka- 5 H-^W [7] 

& o 

[0 10 61 

r C 5 ~ 7 (D^m^^^mJ C 5 ~ 7 <7)#m^R^m7 V 

[0 10 71 

7. If n t nm^mmnis ^ zj'^m t -m^^mm^-^ ttt^o m^-i^i. e n - ;i/ 

. -f^^V-;!^. VV7V-)U. xh9v*-;v. e^y-jv. t:l;v>'^ tf'^v^. \£V 
^-jy^ }£v^vys T^yf-y^ vr^My^ yyy^ y^yy^ :t^-be>, ^-^y^^y 

-fvK-^v. 'fv-f>'K-;v^ 'f>K';i^>'^ -^y^/yyy. ^v^yvyyy^ 

7'vv> ^^^v^v, T'-rUv^v. ■^^^Vv^'. ^y^-y-w 
. ^-^-y; vyj^)y^ ^yV-^^'^V-r^^ ^yV'^rv—)^^ ^yv^ ^^V— 

-5!7;i'**u>. T^'Uv^>^ ^i-^-y^, v?^>'v*77>. ^-^ryy-y. v^yv^ity 

j^y^ y j^y^^T-Jy. y a^y ^■^py, y ^^^f-^ y. ^Ty:^vy^ y:^-ryv 
V-jy^ y :ci-y vu^) y, ^^)^'jy, TvUi^:/. 7-^^Vy. eni;>, \£u^)V 

y. ^^rv^y. ^ < rv^') i^y. vvryjy. wrw py. xh^vv^. r- 

h^VUi^^N tf9VU:^> tf^VUv'Vx y n Kn tf >; y x h 7 1 Kn tTV y 

•r^7tK^t?V^e^:^^ 1 Kn if V 5 V y^ y t Kn tf U ^v? v> r h 7 t K 
a t?';^^v^>.. ^'N'-.li Kn tf U ^>^>> v^t Kn r-lf tf -r b 7 li Kn T-tf tT 

, ^^-yyy^ :^^'t^y, -JhiVuyyy^ x b 9 ti Kn 7 7 vtKntf^:^, x 
h 9 1:1 Kn tf 9 i^'t Kn:t^-tli x b 7 Kn:t^-fe tf z'?- Kn tf 
y. "f-^yy^ f-jc^v, Kn<5^:t7i>> x h 9li Kaf^:^7i>^ Kn^:t 
t:7>s X h^li Knf-:ttf9^^> yt: Kn^j^tTv, x > 9 Fn^Jt tf ^N'-tK 

li Fn.< V:t^-9-V-;v^ X h 9 t Kn^ y:^^-9-v'-;i/ V :t ^-^J-y; v . i^t 

X h 7li Kn^ y^Ty-;v ('f y ^Ty'V >^>') > t Kn y ^-if xh^tFny 
7-r>', v^H Kn:t^-^fvTy-;i/, X h y t: Kn;a-^-9-vTy-;v (:i-#-9-v^Ty U 
y) , yii Fn:e-^-9-v^:^. x b y Fn ^-"J-v^ V. v li Fn :^-^-9-vT y y> xhy 
t Fn:e-dr^J-S^Ti^>> i^H F^:^•^•^J■^f tf>> x > 7 ti Fn :}-4f-9-t?tf >'^•-llF^ 
:^^^^\£y^ V t Fn^^HJ-S^T-tf tfy, X h 7 t Fn^a-^-iJ-yT-if If >'N°-t:Fn 
:^-^-9-i^T"tf tf yii Fnf-TvTy-;V. x h ^ t Fn^Ti^Ty-;^ {fi-TVy^/ 
^)Vy) ^ Vy^Yu^TVy^ x h F^^Ty>'^ i^'t Fn-?-7yTi^'>'> x h 7 li 
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^ ^;v*U>'. ^t^)i^7i^V y> :t^^J-f-7>, -^^'KVV^ ^V-1'>'KU>'s v^H Kn 

yf- :t y i > ^ t: Kn^ y'^>'y'-^:^y V t: KnW v^y— /^-HKn 
n^y^y'J>> X h 9 li Kn^ ydj^y; n Kn ^ y i;tiKnyi5^7 

>> >'^°-k: Kn^y :^r-9-U Kn:^-^yi; x h 7 Ko^-^V U 

Kn^yy^Ty-;v, n Kn^y yf-Ty~;^^ y n Kn^yy^f ^ ^y-;i/^ /n" 
- t Kn^y y-^ 5 ^y-;v, -yti Kn-^yyT-tftf y^ x b 9 h Kn^yyr-lf tr>. 

vii Kn^yyy7-*ftfy, -r h v Kn^yyv7-if if ^y y'y:a-^-b>'N°y, vn 

Fa^yy:^-^-ij--tf li°y, -r h 7 n Kn^y y:t^-9-^ftf y. yii Kn:^?;i//-?y-;v, x 
h 9 li Kn:^;;v>»-fy-;v, n Kn?!?;v/-ty-;i/, -yii Kn7^ U v^v, -rhvViKn 

7:J'Uv>'> >'^•- n Kn7^ U v^>> y t: Ko-y^yyy 9 y. -y't: Fny-^y y-^:t y 
jcy, r h^n Knv^yyy^y, x b 9 n Kn e;^yyf-:^-yiy, y^•-t:K'^v?^ 

yyy7>', Kn-y'^yyf-:ty ^ y> y:^^y7y, v:t^'9-y> >^-?^:a-9y. 
v^7>'^ v?:t^-9-^ y ^y> ^y y>*^:t^-9-y. rj^n^y, i^nvy, ^yy-y^^^e-^ 
y. ^yyy^7ym#*^we>n-So 

[0 1 0 81 

^ ifv^s^y^ 7-€tfy, VT^y^y^ yyy^ ^^y^ :^^«ttfy, 

yj^y, ^T^y (f-:j-tfyy) . -^^j^tfy, :t^-9-y-;v, y;i-^-iJ-y-;v, •f-7y 

^y-^7y-;v, y^'^y. :^#-*fy7y-;i^. :t*-9-':^y, :r ^ 7 v'y, ^ 
^^j--ifiiy, :^-^-9-v7-if tf y. f-7y7y-;v. ^7-Jy. ^r'Jr'Jy^ ^r^^y 
^ ^7^^7-^ftf^'^ tf m; y^ ifnu-yy, ^5:ryu:^> 5 ^j^'y; y tT^yuy 

\ lfyyi;)yy. v^t: Kn v^>x r> y li Kn t* 'J v y. tf^Vi^'^s ytKnif^ 
Vy^ 7- hnt Kne^yy, Vf^^y^, Kn tfi; < v?>^ x h ^ ti Kn tfy 5 
y, v'N'-li Kn ^ yy^ -y t Kn if u :^^>^>^ x h 7 Kn if V :J^v^>> Kn 
ifU^>^>> -yn Kn7-lf If y, X h y i: Kn7^f If >> 1 Kn7-tf if Kn 
y7^flfy^ TYyM.'^xiVT^My^ t >^7^f If y. yuKny^y, -r h y 
tKny9>^ -yuKntf^y. xh^HKnlf^y, -y n Kn-5^:t y x b 9 t K 
□ ^^ty^y, vliKnf-7-l'y (i^H Kn^:t if ^ y) . x h 7 H Kn-^7^ y (-r h 
7li Kn-^:tlf 9y) ^ i^li Kn:r^->fy-;V, x h 7 Kn :^-^-9-y-;W. Kn>f 
y:f^-9-y-;V, -r h 7 t Kn>f y:a-df-ij-y-;i/, S^H K^•^7y-;^^ xb^liKn-f- 
7y-;v, yii Kn-f y^7y-;l'. X h 7 li Kn^ y^7y-;l'^ v^H K^:^-^■^^>^7 
y-^v, 7- h y t K^:^-i|^^•9-i;7y-;^^ i^n Kn-^:ry7y-;K -r h 9 n Kn'^:^ ^ 
7y-;v, -f h 7li Kn;a-:^r-ifi?7yy. r- > y l: Kn^7S?7y>^ -rh^tKn;}-^ 
-9-7-lflfy. x > 91i Kn:r^-i?-':^7-lf If >'^ -'N'-H Kn:t^'9-7*t?lf >^ f^—\L^?xi:!!c 
^■9-v^7-tf If y. f- h y t Kn^77-(f If x h y »i KDf-7>^7-lflf /N'-HKn 
f-7 7-lflf>'^ Kn^7y7-<f If *;i/*V>. -^^j-^JV* V y|i^:6«^lf <btL 

^ o 
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[0109] 

-f^^V-;v> tf7y-;v> i^n'j>, euuy^, -f5^^V'U>^ 'f^^VJv^v 

Kn tr >; 5 V 1 K o e U ^ V y n Kn e >; V x h 9 t Ko e 'J :J^v? 

FnyrHf tr>, x > Fnyr^f Vf >'^°-^i Fnyj-lf xh^tF 
n:i-^-9-y-;v, x h 9 t: Fn ^ v :t ^-y-y'-^V. x h 9 Fn^T x h 7 t: F 

n^V^TV^-;V, >?E Fn:i-^-i?-yTV-;V, X h 7 t Fn:j-^^v^T V-;V'> y F 
nf-:^vTV"'->'V> X h 7 t Fn^:J-yTV-;v> X h^t Fn;j-^-9-yTv>, xh9 
HFn-^ryryv. X h Fn:t#-^fv^T-lflf >^ /i- fc; Fn :t^^J-T-if li° >^ 
Fn:a-:2|r^j-v?x^f X h 7 H Fnf-ryr-Htf t Fn^T7-l?t: 

t: Fn^Tv^T-€t?>, •^^^;V*'; V^^T&^^lf e>tt^o 

[0 1 1 01 

[0 1 1 1 ] 

c 1 ~ 2 0 t;v^>'v^> fi^$tL-cv^T^> iv^c 2-2 0 T;v^-;vft. -g^^ttTv^r 
^>J;v>C2 — 2 0 t;v^— ;v^> SI^$ttTv>x*» J; v->c l ~ 2 0 tjw^U x'V'^, Si^l 

4^$ttTv^T'J> iv^c 1 ~ 2 0 T->;v:r4r->^> -^^^v^. m 
^;&tfcv^-c^> iv^C 1 — 2 0 T;v^;i/-?^5j-^> tt^^tLTv^T t J; v^C 2 ~ 2 0 T^V'J^ 

e^^tLTv^r^) iv^C 2-2 0T-n/^-;v-^:i-^. *^$ttTv^T ^ J; 

ag|$tL-cv>T^> i:v^C 1-2 0 t;v^;vx;v7 -f - 
;v^> tt^^^Tv^T'b iv^C 2 - 2 0 T;V'5^~;vx;i/7'f *^$tLTv^T^) J: 
v^C 2-20 T;v^^;vA;k7 g^^tfCv^T^ i v^-^^^-ctt^^tLfcx;!/ 

iV^C 2-20 T )V ^ c:. }U :^ )\/ ^ =• a^$tL-CV>-C^> .tV^C 2-2 0 7)1^^^)^^^ 

1 IS'^m^M^is <t T//ttzii 1 liO^^Hi^-Sr-^tf 5-7 ^<D-i.iS^^m^r?^^ 
L-C^)J:v^o (i<^^^m(i> C 1 - 8 7 ;v Tfc^*. ^ fcfiT 5 y ^tc J; -pTa 

J^^tLTv^r ^> j;v>o ) ) > g^$ttTv»T^> J;v>*;vjK— ggl^tL-cv^-cfe i v> 

^'f;v« («^*^«2«Oi:^, ^fLhi!)^m^ir^&m^-^^t~miZtj:^X. l-2'(iO 
^«JI^^ 11@<^^*i^^;feJ:(y^/^/v:{i 1'®<^^»J®T-Sr#tf 5 - 7 M<DM-WmmM^ 

mm.'f-is X xryttiii 1 m<Dmnm^^^tt 5-7 *<^#miam^=£r?^j3K lt j: v>o ( 
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m<ommBir. 1 liom^gji^'is i t>vi i iso«smJi^=-*-^tf 5-7 

[0 112] 

i:(±. frIfiLfc r^'blC«J^*=J:5rLXV^T^>i:v^^;bc*J H;fett'5> TSm^J iilslCjt 
[0 113] 

^Sm$^^Tv^^:'fc iv^J tzislt^ TSmJ LTIi. m^i^. Cl~ 

2 0t;v^;w&> c 2 ~ 2 o 7;i'^-;v^, c 2 ~ 2 o t;v^— ;v*> ci~2 0 7;i/^ 
Ut'^*^ 3^^*-eMm$tLfcC i~2 ot;w^;i/*. :t^vft. 7X^^. C i 

~ 2 0 7JV^-'V:t^V^. C 2 ~ 2 0 T^l^-J^ — ->V:t^'>*> C 2 ~ 2 0 T;V^ — ^V*^~> 
ft. mtt^tr'(^ffi$^^TV>•C^> j:v^7lc^ft> C 1 ~ 2 0 T v;V:^-^ vft. ■^:t^yft> ^ 

;v*yhft> C 1 ~2 OT;v#;w^:tft. C 2 ~ 2 o T^v-S^-^vf-^tft. C2~2 0t;v 
dE^-;i/^;j-ft, ^^Jt*-eam$tL/c^ hft. C1~2 0 t^v^^vj^jv^ ^ -;vft, 
c 2-2 0T;V'5^-;v>^;v7'f-;v^. C 2 ~ 2 o t;v^-;V':^;1'7 -;vft, ^^Jbt^-e 

S^$tL7t:;?.;V7^ — C 1 ~ 2 0 7;V^J^^JV*--'V^. C 2 ~2 0 7;V'}^-JV><> 

;v;^-;v^, C 2 ~ 2 0 7;V'^— jv:^;^*— ^V'ft. ;^^ftt?«jj|$ ix/i;^ ^ 

^ ^ ;vft, :;t7 ;V Vft, C 1 ~ 2 0 7 V i^^T-g^$ tt/c C 1 ~ 2 0 7 v Jl^^ 
. ^)i:^-eg^$tt/c5&;v**-;vft, *;i//'«^>f v7yft. 7^^^^. -hn^ 
, ^hny^, ^5yft. 7 5 7^. ^Nny>'j!^HFI^=SrV>v^, ittib tim^nlt^^tt^t^ 

[0 114] 

2|s:§9^#tl3> c 1 ~ 2 0 7;v^;v^i:(i. •fu\£}U^ 

^drv;V, ^T'^-'V. ^ T'i^;V, 'izVT'i^^V. VTi^Jl^. hVT'i^ 

;v. xh97''>;v. ^:^^'-7''>;v, ^^•^^•7*->;^^ ^-/^fv;!/, 

[0 115] 
[0116] 

2^H^^»4'. C 2-2 0 7;v^^;v^i:li. j^7^-;Vx ■:/'n^^;i/, y-r^-n^, •^>x 

[0 1171 

^^^^l?^**, C 2 - 2 0 7;v^^;V^2iti> -/n tr-;v. 

— 'Nilpv:::^;^, ✓s.y-f-z::;!/, :i-:5r^-;v^ •t'vz:.;^, 'i7>"rv — Kt* 

[0 1181 

:2|s^^^*4'> C 1 - 2 0 7;!^^'; f^ftiiJi, jc^Vr^v. •/ntf'jT'v 

> y^Ur'v, ^^f-V-T'v. ^^i^y-T*:^. '^^'f-^)7"y> y^v-f'v 

. T-y')^^. '^yr'y'Jry^ Kt'v'Ut'^, hVt'vVT'^. xh^T'vU-T'V. ^ 
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[0 1191 

2|s:^rM#4'^ C 1 ~2 0 T;v*;v^ + '>^i:{±> ><h^v'> ^h^">> 7'n5K^->> 

l^i{.^>^ ^v^;v:}-^'>, ^7°f-;v:t^~>> :^^^;v:t^>', 

[0 12 0] 

2|s:B^^*4', C 1 ~ 8 T;V3#v»i:{±. ^h^v. J^h^^^. 7'njK^->, 'T'b^v 

, 'r<y^)Vyt^>'^ -^^v;V:t^V> ^'7'5^;l':t^>'> ^"f-Jl':^ ^ V&i5 i 
[0121] 

, •f7-='J\^t^-y^ -^y 7- =• ^ -y ^ ^^-t — ^T'r — — 
[0 12 21 

^ ■/•^-;V:t^v, ^^~>^;V:t^->, ^TT'f- — 

. [01231 

C 1 ~ 2 0 T;v^;vf'^*i:{i> y^;v^^> J^-^;v-f-:i-. yne;vf-:t 

[0 12 41 
[0 12 51 

^;v-?-:t^ '>4>"f-~;vf-:t> ^^'>— ^W'f-^t, ^I'-f-^^ ^i-^"?^— ;v-f-:t> y— — 

[0 12 61 

c 1 ~ 2 0 t;v^;^;^;1'7 'f ^;v^hi±, y — 
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[0 12 7] 
[0 12 8] 

■7^:::i;V, ^•f^=.}V::^)Vy^—}V^ ir =• )\y 7. )\/ y ^ =■ }\y J :^)\yy ^ 

[0 12 91 

:2^?^^#4'> C 1 ~ 2 0 7;v^;^;^;v*— jv^tfi^ ^ •f-;v;^;v*— sc^- }\y x )]/ 
-;v, •fu\£)v:7.)i^:^=:.)i'^ 7'f-;v;^;v*-=-;v^ ^d[^v;v>^;v* — 

[0 13 01 

:t ^ r'-b c:: ;v :^ ;i/ 5}^ - , y •^-•r-b: — -'V-^pv*— ^ n-b — 

[0 13 11 

•7'^:=.;v>^;v;j>c:;v, :t — ;^ -'V' * — -J V > y — — ;vx;v5^^;u> •TV— ;v;^;v5f:— ;v 

[0 13 21 

:$^^ii*>^'s c 1 ~ 2 0 T->;v»i:{i> y ^ y jc^'y-f;v, yn/NV>f;v^ 7'cJ' 
y'<;v^ ^>^'y>f;v, ^s^p-ij-y >f -^7'^y^;i', :^^^y^;i/> y■:^y'<;^, -t** 
y^;Wx 'i7>'7'5&y K7'5&y^';k. hU-f'^y-T^^s r- h ^•t':^' y ^ ^y^y' 
ijy^^ju. ^^-9-T'3&y ^-f^rfi^^J^^ :t ^ ^ r':^ y y-^T'^y^^v. 

[0 13 31 

2|s:§9,ffl#«^'^ c 1 ~ 2 0 T->;^*^i^*i:{±> y y ^ j^^y 

•/n/NV -f + V, 7* y -f ;i/ :t ^ ^ ^y ^ ^ ^ n^t^'iy. ^ -9- y ;v :t- ^ -> s ^ 
7':J^y ^';V'^*'>> ^^-^^ ^ y ^ ;i/:t^>'. y -t ^ y{ y'ij ^ 4 )\^^^'y^ -^vt* 
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10 13 41 

[0 13 5] 
[0 13 6] 
10 13 71 

2js:§gia#ttJ, r=fe^Oi^^mi ~ 1 0<^)>^'^— 9— J tii. ^^<^JE^*« 1 ~ 1 0 

iw^x.'&^>oi:i-/5o r^^<^m^^^i~i oc^^^'^— 9--J tLxii. mk.it. mm^ 

tL-CV>T'J) <tV^C 1 ~ 1 0 T;V^ V^^. C 2 ~ 1 0 TJt'^-^^^. C2~iot;v^ 

=-uym. em$tLTv^T4> j:v>a*iEi^ (-nh-) . -co-, -o-. -s-. - 

so-. -SO2-. - (am^tt-cv^-cf) iv^R^m) - («m$tL-cv>-c^> J;v> 

m&^ii^^ifhfi^ho ^mm^^. ci~i 0T;v^^>'*t{4. ^-^^wv. j^-^v^ 

[0 13 81 

^§^jffl#4>. C 2 ~ 1 0 T;i">--U'>'^i:(i. j:.-r-v>> :/n^-lx>, "Tt^-Ix:/ 
^ ^y^=.\yy^ ^^-b-v^, ✓vy-f^v;;/, :^^x-^>'. y:^.^^;:/. •/'•fe— v>' 

[01391 

2|s:^j^#it». C 2~ 1 0 T;V^^V>'*i:i4, yntrc::^^, 
^ /^y^:::!/^, ^dr->^V>, :t-i5'^^V>', y^^v:/, T'v^ViX 

[0 14 01 

X. ^ ^fc <^ t -t -2. o r±iI<^)M^^l ~ 90>^^— 9— J tUTfi. mTLkt. S^^ttTV^ 

t:^) iv^C 1 ~ 9 t;v^ C 2~ 9 T;^'^r^^>^, C 2 ~ 9 t;v^- * 

^^ihx^^^xii i.\^^mMW.=^ (-NH-) , -CO-. -o-> -S-. -so-, -s 

o 

[01411 
[0 14 21 

^^S*"*". C2~9T;V'5-:^v;x*i:}4. 3L7^ — yn^jivv. •:f7=-— i^v. 

/^i>'•r— W^. -^^^^-VZ/. ^-fy-^-Vy. ^i77-=-Vy. J ^:=-Vy^idX.Xf-^flh 
[0 14 31 

C 2 ~ 9 T;v^^ V^^t {4> ynfef-V^. -f^z^vy. 
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[0 14 41 

^;bi>(Dti-^o r^iloMi^ici ~8o;^^--^?— J tLTti, m^\^. e^^^tLTv^ 
T^) J:v*c 1 ~8 T;^^^:^*^ C 2~8 7;V'>-^U>'^> C 2 ~ 8 t;!/^-^^*, m 

m^fLX\^^x i> x\^^mmm^ (-nh-) > -co-> -o-. -s-. -so-, -s 

[0 14 5] 
10 14 61 

^ o 

[0 14 71 

:*:§QiB*4'> C 2 ~ 8 T;w^- V>'*i:Ji, jc^ji^l^V, :7°nvf^V>, yi-^u^. 

^ o 

[0 14 81 

1076«-j^t^)5:o-CMf ^ rB^*=£r^L-CV>-C'fc iv^mj X:h^o W. \mM 
[0 14 91 

2fi:§ga*4' ^ Y xm $ tL^ ;^ ^- -9- - <^11?- 1 ovJi^^B <^S^^ t — ^ ^ o X^tf-f 

'^^LTv^-C'b iv^mj a^ Mia L/C r$'blcSm*^r:tt-Cv^-C^) iv^^tJt^J t 
[0 15 01 

:$:0^ia*+^ tfzHY^ X^^fi^:^^—^-(D^^loi!fi'R'^ i:— Sttl^oT 

miE#2 004-3083062 
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i?y^ tr7V'J>> tf^VUv^v. vt: Ko If U i^V. x V 7 t: Kn tf U v?:^. e^ijv^ 

Fneu 5 v'-^-li FntTU Fntf U ^v^:^, xh^ViFneu^^ 

/N'-t: FD^iJ ^v?>, y t: Fnr^f tf x h 7 t Fn r-tf t: /N'-tFnr 
-lftf>, FDi;T-tftr>> -r h7 t: Foyr-lf tf>, Fn vT-lfkr>, y t F 

^:^^■9-y-;^^ x h v Fn :a-dr-9-V-;v (r^^-i?- V'J v >) , ^ V: Fn^ y :f ^-y-y 
X V 7 t Fn^ v:t^-9-V'-;l/ (-f V:J-^-if V^J y >) . i^li Fn'^TV-;v^ x 
b 7 Fn-5^TV-;v (f-TVUy^) s y 11 FD>f Vf-T x h 7 Fn-f Vf- 

Ti/-;v (-fy^TWvV) . vt:Fny9-^f>> x b 9 Fn -7 ynFn:^ 
#-9-v^Ty*--'VN X h Fn:t-^-9-yTy'-;l' (:t^-^J->^T W i^'v) . vli Fn;j-dr 
"^Vy. X h 7 Fn^i(r-9-y vli F^:t^•^^v?Ti>^>^ \ v \Lrxi^ ^^Vr V 
y^ v^n Fn^^-9-lf x h 7 H F^^^•9-^rt°>^ n Fa :^^-iJ--lre>'^ V\l 
Yxii^^^Vy^^y. X h 9 t Fn:t^-9-vT-lfti°>, 1: Fn rt^^fyr-^ftf 

Fn-f-Tv'TV-;V, X h 7 t Fnf-T>^TV-;v (f-T^TVU , v^l^Fn 

^rVy. xh9tFn^Ty>. Fn^Ti^T-^V, x h 9 Fn-5^T vT v 
i^ti Fnf-T-^Hv. X > 7li Fn-3^T-Htr;x^ 1 Fn-?-T-t?tf yii Fnf-Tv 
T•^ftf>^ X b 7t: Fn^T vT-^f tr>, 1 Fn^7yT-b*tr>> ^)V7^^)y^ 

^;v^u>', :^^-ij-^T>. -fvFU^, ^ y w y. v\iru^ y^v-)\^^ /n*- 

n Fn-f y^y^~}V^ v>'t Fn^y u x h 7 Fo^y t: Fn^y 'j y^ 

Fn-f y^yj x h 9 n Fn^ y^ry ij 1 Fn^ y U vfcFn 

y^9-Jy. X Fny^^v^^. n Fn y 3^ 9 v> v^t Fn-^y ^ U v^', 
X h 7 t Fnf-y^ V v^^', /^-fc F^:^y^ V v^li Fn^y ^-iJ-'J xV^H 
Fn:3|ry ^-y-V 1 Fn^y ^-iJ-'J >^ Fndr-f yu x^yllF^#:^y 

V >'> t Fndr'^yi; X h n Fn tfnn tf V -yt Fn^/^y U xh 

^nFai/:^yU>^ v: Fny :/y U >^ Fn^>y:t^-9-y>', v^t Fn^> 

-/^rvy^ tf 9 v^y u Fn^:^y:t^-9-y*-;v> /-^-t Fn^>y:t^ 

■9-y— i^n Fa^:^y-^Ty— /n*— Fn-^>'y-^Ty— Fa^^^y^ 
?:5^y-;V'> 1: Fn^>'yM ^ ^y-;^. Fn^/^vyr-^ftf y. xhvHFn.^ 

yyr-Hey (2, 3, 4, 5 -x h ^ Fn- 1 h- 2 -^yyrHf tfv, 2, 3, 4 
, 5 -X h 7 1 Fn- 1 H- 3 -^yyr -If . -yn Fn^yy-yr-t* vf y, xh 

7 t FD^yyv^T-tf tfy, -yii Fn^yy5j-^-9-lf tfy, x h y li Fn^yy:t^HJ-1f 
ify^ -yn Fn5&;i//^y— x h y t: Fn ^i/y^y— H Fn ;i//'^y— y 
11 Fn T iJ' V X h ^ li Fn T U v y . H Fn T U >^>> x h y If F-?- 7- 

^lJv^'>'^ X h 911 Fn-yS-j&jV'^'U y. y t FDT-lflf y ^ > F-;V^ ^:3rH?-t:Fn 
T-tf t?^ K-^V. X h y 11 Fnlf 9yn>f ydpy i; y^ x b y t Fn tf 7 y^■:^7-?=- 
'Jv*'>'^ Fnr-if y :j*'y-;Vx ^^-ifn Fnr-iftry ^ y^y~;i'^ ynFn 

tr^yn FT-lf tf ^x^-y-n Fnif ^yne V FT^?tr>'> xhyV:FntfU5 F 
^yF-;v, -y t Fn-^Tv^y ^ > F-;^^ x h y 11 Fn^rv^y > F-;i/^ Fn 
^if-ij-i>V-f y F-;v. X ^ y b Fn::i-dr-9-yy V F-Ji'x -ift: Fa >f y FU ^ y 
^ y F-;v. y t FnW y Fn^yy-yr-lf tf y. ^ t Fa^f > Fn^ry u y y^ ^ 
ilr-ij-li Fn-f 5 ^yif U F-f > F-;V, ^df-ij-li Fn ifnn^T-lftfy y F-;v> T-^f 
>^lfn [4. 4] y-:hy^ ^"ft^T^Mxi [4. 4] y:fy> ^:¥-9-7-9-*;^tf n [2. 5 
] ^r^iJ'V. T^f>«. tfn [4. ^^Tijy. 1. 3. 8 - b U T-'f:^ tin [4. 5] t*:^ 

y. 2, 7-^7^*;^ en [4. 5] ^rity. 1, 4, 9 - h T-if:^if a [s. s] 
yr-^jy. :^-^-9-if^ tfn [4. 5] 7':«7y. 7-9-'y>ifn [5. 5] ^yrijy. r^'n* 

i/^n [2. 2. 1] ^y^>. 7^ftry^'n [3. 1. 1] ^:f^y. T^\f:-y^^ [ 

3. 2. 1] :^i5'^y (8-7-ife'>^'n [3. 2. 1] :i-i5'3'y^) , 7-fe-y^n [ 
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2. 2. 2] ^iJ'^V (2 -T-^f t'viJ'n [2. 2. 2] ^i^tS'^^) > T^\£iy^ti [ 
2. 1. 1] ^^^> (5-T"'f»fv^'n [2. 1. 1] ^^'^>m) mti^^^fhftio 
[0 1 5 1 1 

^*^:ttTV>T^) iv^-^^^^^^J i:|WICit[*=Sr^t)-ro 
[0 15 21 

[0 15 3] 

^Ai: LTti, fC 3 ~ 1 5 <^^^^J L < > rC5~7<^mm^R 

*;»J z&^J: iJSft L<, ^^'-f >'m5&^*^>$f i Lv^o 
[0 15 41 

~i 5<^Rm3»j isio' [3-1 5m<D^mn} ii>^utv<. rc s-i 2<DMmitzii 

^>'■^^>'^ 'J}^Yni-yiru>^ 6, 7 - y t Kn - 5 H-^>V* [ 

7] Tp^I^V^ tfU>^>. ^V'K— i^n;?{>^ ^^Vf-:^-^^ ^>'X:t^-*J-V- 

[0 15 51 

[0 15 6] 

fLX\^^Xi> <tV^C 1 — 2 OT)V^}V^, S^^tLTV^T J:v=>C 1—20 T -'^ ^ :^ ^ 
[0 15 71 

^) J:v^C2~8T;i"5r^V>^, gJ^^ttTV^T % J; v^^^M^ (-NH-) ^ -CO- 
^ -0-. m^^ivx\^^x^X\/^y:c=.]^y^^T!)^h'Mi-£fi^l'-4m(DB.^^t>'t7!}^h 
^i.. ±ilOj!r.i^^l -8<^— -fffiaWt L <> - (CH2 ) 4 -^ - (CH2 ) s -> 
- (CH2 ) 6 - (GH2 ) 7 - (CH2 ) 8 -CH2 -0-, - (CH2 
) 2-0-. - (CH2 ) 3 - 0-. - (CH2 ) 4 - - (CH2 ) 5 - 0-. - 

CH = CH-CH2 -0-56«J: OSf S Lv^o 
[0 15 81 

^^m^p. YtLxii. ■gjfe^ttTv^T ^ iv^c 1-10 r)v^u>m. gm$tt-cv> 

T'{>i:v^C2~i 0 r;!'^- s^^tLTv^T^) iv^c 2-10 t;v^-^>^. 

Sm^tLTV^T^) iv^S^H^ (-NH-) > -C0-> -0-^ -S-. mi^^ttTv^ 
J;v^^;i/>^i; >) - (a^$*LTv^T*> J:v^T-if if n [3. 2. 1} ir^^> 

) - (fi^:^tLTV^T^> iV^T-rvfv'i^n [2. 2. 2] ^^-^'iJ'^) - («^^ 

ttrv^Ti iv^T-f ev^n [2. 1. 1] ^^^9-:^) - (am^ttTv^T ^> J: v^x 

1 - 1 o<D~m^mtL<. - (CH2) 3-NHCH2-. - (CH2) 3-NCH 

3 -CH2 -> (CH2 ) 3 -NH- (CH2 ) 2 -> - (CH2 ) 2 -NH- (CH 
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1? 



2) - (CH2) 2-CONH- (CH2) - (CH2) 2-CONH- (m 

-7:c-^» -> -CH = CH-CH2 -NH- (CH2 ) 2 -CH = CH-CH 
2 -NH-CH2 -^ - (CH2 ) 3 - (T-b'^v^-/) - (CH2 ) 3 - (tr^Ui? 
y) _^ -CH = CH-CH2 - (T-lf^v» -CH = CH-CH2 - (t'^Uv^ 

y) -a^X LV>o 

[0 15 9] 

tLxit. M^$tL-cv^T4) iv^c 1 ~3T;^^l^>*^3J;c^*-co- 
(CH2 ) 2 - (CH2 ) 2 -CO-. - (CH2 ) 3 -75-'J:l9»ibv^o 
[0 16 0] 

1 ~5<^-'fiBi*7&«i?* L<^ -CH2 - (CH2 ) 2 -^ - (m-7j^-lx^-) 
[0 16 1] 

10 1 6 2] 
[0 16 3] 

3^IIHJ4'> m{±. 0. 1 ^ /c{i2y6^'Sft Lv^o 
[0 16 4] 

nti. 0 ^ 1 *^$f t Lv>o 
[0 16 5] 

(IA-1) 
[0 16 6] 
[-fb 3 6 ] 



COOH (IA-1) 




[0 16 7] 

(IA-2) 
[0 16 8] 
[its 7] 




COOH (IA-2) 



n — R 

[0 16 9] 

-m.^ (I A- 3) 
[0 17 0] 
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Ut3 8] 




COOH (IA-3) 



[0 17 1] 

-m.^ (I A- 4) 
[0 17 21 
[its 9] 




COOH (IA-4) 



m \\ y/ I 1 

n V R 

10 17 3] 

-m.^ (I B - 1 ) 

10 17 4] 
UtA 0] 




Y^— N — Y^— COOH (IB-1) 



[0 17 5] 

(IB-2) 
[0 17 6] 
Hb4 1) 



;b-to ) . 




(IB-2) 



[0 17 7] 

(IB-3) 



10 17 8] 
I'fb 4 2 ] 




Y^— COOH (IB-3) 



[0 17 9] 

10 18 0] 

-Wl^ (I a- 1 - 1) 
[0 18 1] 
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Y^-*— COOH (IA-1-1) 



n R 

[0 18 2] 

(I A- 1-2) 
[0 18 3] 



— COOH (IA-1-2) 




n — R 

[0 18 4] 

(I A- 1 -3) 
[0 18 5] 
[^^4 5] 



y2-i_cOOH (IA-1-3) 




n — R 

[0186] 

—m.^ (I A- 2-1) 

[0 18 7] 
[<b4 6] 




COOH 



(IA-2-1) 



[0 18 8] 

(^'^'. (±'^M«^#mSr^t)U Y^ - 2 {±«^ n-C -C J: ^ ^ > 

■^^tLTV^Ti iv^o^^V^^. ^^$;}xTv>-C^ J:v^7'nev>'^. tfzHm^^f^ 

(I A- 2 -2) 
[0 18 9] 
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Hb4 7] 




(R'')t 



COOH 



(IA-2-2) 



10 19 0] 

(I A-3 - 1) 
[0 19 1] 




(lA-3-1) 



COOH 



—m^ (I A- 3 -2) 
[0 19 3] 
I'ft;4 9] 




(IA-3-2) 



COOH 



[0 19 4] 

(I A- 3 -3) 
[0 19 5] 
[-fkS 0] 




(IA-3-3) 



COOH 



10 19 6] 

(I B - 1 - 1 ) 



[0 19 7] 

['fbs 1] 




(m-i-i) 



Y^-i — COOH 
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[0 19 8] 

) . 

-m^ (I B - 1 - 2 ) 

[0 19 91 
[<b5 21 




[0 2 0 01 

) . 

-m^ (i-i) 

[0 2 0 1 1 
Ut5 3] 




a-1) 



o 



[0 2 0 2] 

(I - 2 ) 
[0 2 0 31 
['fb5 4] 




[0 2 0 4] 

-m.^ ( I - s - 1 ) 



[0 2 0 5] 
Ut5 51 




a-s-1) 



[0 2 0 6] 

— (I-S-2) 
[0 2 0 7] 



miE#2 0 0 4 
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[<b 5 6 1 




COOH 



a-s-2) 



[0 2 0 8] 

( I - S - 3 ) 
[0 2 0 91 
[its 7] 




COOH 



10 2 1 01 

-JK^ (I -S-4) 
[0 2 1 1 1 

Ut5 81 




COOH 



(I-S-4) 



[0 2 121 

( I - S - 5 ) 



[0 2 131 
UtS 91 




COOH 



(I-S-5) 



[0 2 141 

( I - S - 6 ) 
[0 2 151 

['fke 01 




COOH 



[0 2 161 
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(I-S-7) 
[0 2 171 

me u 




(I-S-7) 



10 2 181 

( I - S - 8 ) 
[0 2 191 
l'fb6 2] 




(I-S-8) 



[0 2 2 01 
[0 2 2 11 

hiJTV-;v> tr9V"-;v. Ti^';i^>> r-if-^y^. i^uvy. envv>> -f^^v 
u -r5^yjy>> bUTV';>'. hurvuv^^ tf^vjVs if7VVi?>> 

nf-T-ifb?:^. 7- b 7 H Fo-^T^f tfV. li Fn^T-^f tf y t Fnf-Tv^T-lr tf 
-r h 7 H Fn^Tv^T-lf tf Fn-^TyT-€tr ^;V5^V>, 

:t^-9-^T>^ T^f tr->^^n [2. 2. 1] [3. 1. 1 

] ^•:f'S^y^ T-ftfv'iJ'n [3. 2. 1] ^ti^^J'V ( 8 -T^ftfv^ n [3. 2. 1] :t 

, T-iflf'>^D [2. 2. 2] {2-T'*fy£iy^U [2. 2. 2] :^ 

. VT^yfi^i/i/u [2. 2. 2] :i-:J'^J'^> T-^*1i'->^n [2. 1. 1] 
(5 -T-f ev'iJ^n [2. 1. 1] ^A^-i?-^^) ^id^^lfbtl^o 
[0 2 2 21 ■ 
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xmmvfzum^^mn^Ti^mfhfi&o mx.i-£. tf^v-;^ r^if^vy 

, traV>^ tfovyy^ tr^V';>'^ kf7y'Uy:^^ i^H Ka tru T-h7tKn 
5>^>, Kn tfi; t- h 7 t Kn tf ij y^-iL Vu\£^) r-J>^ K 

n:^^^-tftf>, T- h 7 Kn^i(r-9-fe*tf Kn:t^-9-lf tf li K n -9- 

7vT-tftr>', 7'*f}^i^^u [2. 2. 1] ^7°^ 7-ifei>i^n [3. 1. 1] ^"Z 

7-rif^/^n [3. 2. 1] (8-7-*fe'>^n [3. 2. 1] 

^) . 7-if If^^tJ-a [2. 2. 2] ^i-^J'rJ'V ( 2 - 7-if If -> a [2. 2. 2] 
^) , -JT'^^^-yi^u [2. 2. 2] ^iJ'tJ'^, 7-^\f-y^u [2. 1. 1] ^^-ij-:^ ( 
5-7^'e>'i^n [2. 1. 1] ^^^;^^) ^;{i^^lf'btL;&o 
[0 2 2 3] 

fi^o n^l^. en-;v, 5 h';7v'-;v. \f'7^J'-)V, 7-lf^v>, kfn 

trnuv^>'> -f^iJ^v'u^. -f^is^vuvv. h';7y;>. ^';7VUv^^ 

y^/V>. t?7Vl;y:^^ yii Fn ev '^^^x X b 7 t Fn tf V y tf^Uv^>'^ 'J^ 
Vu\£^-jy^ x h 7 11 Fne7v:^> tT^^v^V. v^UFn^V^vV. xh^tFn 
t?U5i^'>^ ^'N'-H Fn tf U 5 v^t Fn try ^J^'v^^, x h 7 t Fn tf ^>^:x, /^' 

Fn n'lj ^>?>, Fn7-Hlf>', x h 7 1; Fn7-lftr>', 1 Fn 7-lf tf 
•J\^ VuPT'^liy. X h 7 t Fny7-t*t!:^, ^n"- H Fn -77-lf tf vliFn:^-^-9- 
X h 7 t: Fn:j-^^J-V-;v (:t ^-9" >^>) s i^H Fn W V:^■^•^^■'/-;^^ x 
h 7li Fn^ V:j-^-9-V*-;i/ (-f V :a-^-9- VU >^ , F^f-7V-;^^ xh7tF 
nf-xV-A/ (f^7y'V>^>) . v^H Fn^ y^7V-;v. x ^ 7 t Fn ^ vf-7 
(-f y-?^7VU v>) V Fn7 7if>^ X h 7 t Fny 7-9-*>s vli Fn:^-dr-iJ-v> 
. X h 7 t: Fn^ds^-ij-y x h 7 t Fn ^^-^-y 7i^'>> vli Fn^^^-if-lftr^. xh 
7li Fn^^-iJ-lf tf ^^•-t: Fn;a-i|r-iJ--lftr:/, ^t: Fn :r^-9-y7-1ffci°>> x b 7 t: 
Fujf Jp-9-v7-t*tf>, F^:t^•^^v7-^ftf Fnf-7vy^ x>7V:Fn 

f-T-J>^ X h7li Fn-?^7v^7v?>, i^t Fa-5^7^fH>, x h 7 b FD-5^7-lf tr>', 
7\°-Vi Fn^7-lf tfy, Fn-5^7 v7-lf tr>, x h 7 Fn-^7 v^7-lf tf /N'-t 
Fn^7i^7-lftr>', •t;i//i^u -f-^i-^^v* U v^j&^^lf ibtL^o 

[0 2 2 4] 

mMw.'^^^-cmnM^ij^hm^^f^^ 1 ~2Mo^x^iEi^=^'g-^-ev^T 

J: —SB t (i^gsia^ $ tL-c v^T J: v> 5 ~ 9 * <^m#1t*3»7 U - ;v^;&«^tf ib 
tL^o fllx.{f^ lfn-;i/, if7V-;K tfnvy, t^^uy>^ -f^^VUV^ ^ 5 
VvV. h';7VUv^>s e7VU>^ tr7V*Vv^>> yuFneuy^^ xhyliFn 
t:°ijy>^ v^ti Fn ti7y x h 7 Fn ^7 e^7v>^ ynF 
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tf-^^ (I) (O^fk-^i^ji^^-r^f t Lv>o ^Ic^ggiiisv^Tti. 2- [3- (4- ( 

5 - 7i-;v^>^;w:t^v) yaL=.)V) T'n/'NV ^;vT5 y] I'^^. 3- [3- (4- 
(5 -■7i-;V'^>'^;i':4-^-» 7^-;!^) 7'nif;VT5^] T'n^N-v^^ 3- [2- ( 

4- (5 -^i-ji/^v^jv^e-^i/) -7^— ;v) x.f-)vr<y'\ •7'^>'^'>^, 2- [3- ' 
(4- (5 -7i-;V'^>>^;v:j-^v) 7^^;!^) 7'nt:;i/T5 -/'l i^E, 2- [N-pt 
•5^;i/-3- (4- (5 --7^ — v) 7j^-;v) •fu\£}V7^y] f^M.. 3 

-?&;V**4rV- 5 - [3- (4- (5 -7i~;V/^>^;i/:^-^v) 7^-;!/) 7'^>'^V'f 
;i'T5>'] ^.t#^4fv:{± 2 -i^ nn- 5 - [3- (2-7;V:tn-4- (5-7ai~;i/ 

^>'f^;i<'ji-^^/) 7i-;v) T'n^^NV'f ;VT^ ^'l N- I (2E) -3- [4 

- (3 -•7i-;i/yn;3f^5/) 7^:::;^] T'n/N"- 2 - J.^;v| -/?-T7 — N- i 

[6- (3 -7i-;U7'n^^ v) - 2 -■^•7"5^;v] ;<^;v} -^-T7^>. 1- { [ 

6- (3 -^i^pyyn^ff^v) -2-f-7f^;v] T-tf-9^v^- 3 

. 1- 1 [6- (3 -7i^;v/nsj^^-» -2-^7f^;v] e^Uv:^-4- 

*;V*'>m> N- 1 (2E) - 3- [2-^^;V-4- (3 -7 j^-;i/-/n;^°^v) 7^1 
T'D/N*- 2 - ^-Ty — >. 1- t (2E) -3- [4- (3-7i — 
;V7'i:i.i?^-» 7jt-;v] -B-T'n^-;!'! e^U v^;y- 4 - ;V5K>^> 1- I (2 
E) - 3- [4- (3 -7 j^ — ;V7°n.i^i|riX) 7air:.;V] -2-7'n^-;v| T-lf^v^> 

-3-*;i'*'>M. t/cfiN- |3- [4- (3 -7cc^;V'7'n;f5^-» 7i^;v] -/a 
-/9-T7->^ N- ( (2E) -3- i2-^^;i/-4- [ (5-7ai-;V^> 

■?^;v) jj-^v'] 7a^^;v| 2 -^^;v) -p — Ty^y. N- ( (2E) -3- 

|4- [ (5-7 jL-;v^>'^;i/) :^-^>'] 7 ^su-M -2-yn^-;i/) -y?-T7 — 

1) 4- |3- [4- (4 -7i-;v7'h^'» 7ji^;v] 7'ne;v| ^•;V5^';>-2 

2) 4- ( (2E) -3- |4- [4- U - uuy ju=.}V) 7'^;v 
] -2->"?^;i'7ai-;v[ - 2 -7'n.^^;i/) - 1 ^;i't:^7 2 
> 3) 5-^^v-i- I [6 - (5-7i-;w^>'^y ^;v) -2 -^7-5^;v] 
;w| If n ij 3 4) 1- (3- |2-p{-^;v-4- [ (5-7jc — 
;i/^>^;i/) 7a^ — ;v} - 3 -^J-A^v e;v) tf^'j y i^- 4 -:«;;V5K:^^. 

5) 4_iiKO#v'-l- (2- i6- [ (4--f y7'^;W^>'v;W) :j-4r'>] -1- 

:^7•?■;v} Jif-;v) vi°^'; 4 -:!!7;v^'>m^ 6) 1- (2- l5- [3- (2, 
y - Z - ij )\yif^yW. 7) i-((2E)-3-l4-[ ( 5 - 7 ji >' f-;^) :t 

^->] 7j^-;I/| -2-7'D^-;i/) Ti^U y>- 2 -*;i/s3?;x^^ 8) N- (16- 
[4- (3 -:^no7ji-;i/) 7'h^i^] -2-:h7^;i/l ^f-;v) -N- (2-tKn 
^'>j:f-;V) -/8-T7->, 9) 5- j (2E) -3- [ 2 - ;>« 4 - (4-7 

i^;i/7'h^'» 7i-;i'] -2-yn^^;v} - 5 -T^*ii*'>^ a [2. 1. 1] 
^y- ^~i3J\/i!^yWi. 10) 8-1 [6- (4-7i-;w7*h^'» -3, 4-yii 

Kn-^7^ V^- 2 --r - 8 tTv:^ n [3. 2. 1] :i-^^^>'-3- 
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- AK-:i^xi:^y-3--{ M >^;v) en U 3 -?!7;v**>gi, 12) N- 1 [ 
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6- (3 -^i-;^/^*"^-^) -3, 4 -v^ii K^■:^7^ vv- 2 --f ;v] - 

^-T7=->y 13) 1- ( 12 - [4- jl:=.}V) -l-^> 

y^o.^- 5 T-Hf-v^>- 3 l 4) l - ( |2- [4 

- (2 -i, 3 -^vX:i-dr-9-v-;v- 5 -'f ;v} tr^u 
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16) N- ( |3- [3- (2, 4-y>f-;i/7i^;V) T'n.-K^i/] -6, 7-yt: 
Kn- 5 H-^>V [7] 8 ;^^;V) - yS-T7:::^>> 17) 1- 

I [8- (4 -2, 3 -yii Kn- 1 -^:^X:t + -feVf >- 4 
;v] lio V yy- 3 18) 1- ( l2- [ (3 -W" V7'-f-;v^ 

t^-y] - 5 H-^^y [7] vv- 6 ->f ;v| r-fe* 
•^v>- 3 -^^V'i^*^'^^ 19) N- [ ( 5 -y -Ji'- 1 -^>v'^j^:^- 2 --f ;v) 

- p-T^=.y. 20) 3- 14- [4 - ( 3 - 7 ji-;vyn v) 
;v] ti'^'; yv- 1 --f ;v| •fxi^-^yW.. 2 1) 3- [5- [4- (3 - v:?' n^^^i/ 
;i/7'nj}fi!rv) ^^i^;!/] -3, 6 - t Fn H'J v^^'- 1 (2H) -fu^^y^k. 
.2 2) 3- [5- 13- [ (6 -7i-;i/'N^v;l') :t^->] 7j^-;v1 -3, 6- 
-J\LVu\d^)Vy-\ (2H) --f;V/] T'n^N-^^, 2 3) 3- l4- [3- ( l5- 
[4- ( h ij ■7;v;i-t3p«f-;p) '^ty^jvl -^^i/) -2-T-ififv 

^'H [2. 2. 2] -2-:t-^'^;Vl •/n/-«>'^. 2 4) 3- (4- 13- [3- (3 
--f VT'f-JV^i^;!/) -fUT^^'y^ 7 :x.=.M - 2 - T-if ^ rJ' n [2. 2. 2] -2 
-^i^^;V) T'n/-?^^, 2 5) 3- [3- (3- 12- [3- ( 2 - "7 i > ^ 
->) y^=.}V] o-h^vl 7j^:=.;1/) kf^U 1 Jl^] 7"a/^°>m. 2 6) 3- 

14- [3- y tf^i; -7:^- 1 yny^>'^, 2 7) 

3- (3- 16- [2- (2 -i^'no- 6 -^f-;V7i-;v) ■xh^v'] -2--^7^ 
;Vl tfn V v^^- 1 --f ;v) 28) 3 - (2- 14 - [(5-7^ — ;^^ 

>f-;V) 7i-;i/| T-tf^i^V- 1 --f» 7"^y^•>'i^, 2 9) 3- (3- 1 

3- [ (5 -^f->'V^^v;l') :t^v] 7i-;V} T-lff-v^>'- 1 --f -'V') 7'n/\°>^, 

3 0) 3-p«-^;V-3- [6- 13- [4- 7;V:i-npi-^» 7ai^;i/] 7°njf? 
^'>1 -3, 4 -yn Kn^ v^y U 2 ( 1 H) --f;U] 7':5' 3 1) 3 - ( 
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->} -1, 3 -y t Kn- 2 H--r y-f ^ K-;v- 2 -^;l/) yn^N-^^, 3 2) 3- 
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-» -1, 3. 4, 5 -T- h y t: Kn- 2 H- 2 -^vXr-lf >- 2 -^;^] 7'n/N'> 
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(^f . ^•c<7)iB-^t±#r.iai:|5li:^iti*=Sr^t>i-o ) 
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o 

[0 3 4 5] 

:$:|&^t-i3V>T. m^tLXm^^hM—^^ (II) ~ (XIII) X^^fi^it^ 
10 3 4 61 

[0 3 4 71 

s 1 p^## (#tcEDG-6) m^mi^-t^it^miii. s^rnvmrntx^xmrnx^ 

^ o 

[0 3 4 81 

— (I) -e^$ti-^^l&B^<k^!^> '!-<^yn 5' i5'*t7t{i-?-ix'bcD;^{i, EDG 

•t^i^mKB. ^mm^mm. ^m.)inm^m. ge^^i^^m (^^tt^^-'jT^-^b-T' 

[0 3 4 91 

^^0P(^?^-e^-^$tL;i,o ^n. ^n. ^tt. t&i^^^. *s-^:^-^> ^mnm 

-B— m^^^ib^llI^P^-^^tL^/iN tfcii^A-AS/t ')> — llll^^^> 0. Ing:^^ 
h 1 0mg(^)teH-e— B— m^^^^ili^SPi^^^^t'&J^N B iNF^J&^fb 2 4 B# 

[0 3 5 01 

(I) xm^ii^^§tmit^^. tfzit-m.^ (i) -e^?tL^:*:^Bj'fb'^i!^fc 

{liiE# 2004-3083062 



#M2 004-169958 ^->^ : 49/ 

[0 3 5 1] 

;vn-y^, e^;vtfnu K:/, :^ ^ ^ ^ Ji' 5. ym.-^ ^ ^ '^^) s mmfi m 

mmmM {^)\^d^^>m> 7J^^^•7^>m^) ^t^s-^^tt. -^mK^i^toxmmitLxm 

[0 3 5 2] 

^Mi^mMM {yi^h-T., m^^-t^vn-^. nn^ftJ^;^ 

tf;i/-tr;i/n-;^, ti Kn^i/7°n ti°;v^ •f-;v-t;i/n-;:^, 5!; - .i? :}^° - ;i' ^ fiyui^^%/ 

^)ymM.. i^^yWM.. ^Vyy. ^}^^^y^. 7;w 

-fi':5*'^J ^f7-^>'^ li Kn^vT'n tf;v-b;vn-;^, K n dp y n if ;i/ ;>t -^^ ;i/ 

v^o tfz. 'Z^mf^zmcx'^m-^fi^mmM. mm^m. m^m. ■H-«^<^'^int»=^ipx. 

t/>:5i^tLjy.±<^mi4%Kt^®?^^Pj ^H^a-fe 

hv/Nn-^., u >'^m^ i5'j^>^3^> ^-fM, 

ni^'>-/nif;i/^^;i/-fe;vn-;^7^ V- h^) -e^feaLTv^T^) J:v^ L^ t>t2J^JL±0 

^n^(D'mm^t\^k:h:it^x^^o u^n^M^m.ii<i^^<D:^m\'m\:^xm^. mm 

aiiE# 2004-3083062 
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^-v^ : 50/ 



(sHU^^ v^iJ^U =i-;v, tJ' U^f-;v^) ^m^^'C^W'^MVfzmi^s^MKm. 

^mT;v5 ^m^tJ^^^^'J'A^) , {ry-fy. L-ti K^^->y^tf;^•b;l/^- 

^:}^, #fetctJ£o-cm^HkLTfflv^ibtL*o tfc, 'Z^m^ ^ - 7- ^ y 
[0 3 5 3] 

[0 3 5 4] 

^mu^4-<r>fzib(D^.mn<^nm^^t. mk.\t. tk'^n. ^)^^n. ^')--i^n. m^n 
fi^o cifihiix>t^trzii-tfi&s±<o^'&mwi^^. ^^^(Dijmtfziim'B^m^itL 

[0 3 5 5] 

(5V:^^>^. ^^;v5^vm> ;^■rTU>m^ ^i^'iyW.. T.^^-yWL^T.T 

afe7-feu>'> ffim^/'jVs mtt/'«7-7'f. :^^) > (j^.f-v>^^u 3 

[0 3 5 6 J 
[0 3 5 71 

ai|E# 2004-3083062 
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^-y : 51/ 



^-fb^iK*^. #-'iiT;V3-;v (yn tf 1, 3-y^v> 

[0 3 5 81 

[0 3 5 9] 
[0 3 6 0] 
[0 3 6 ll 

:;jfe{±. MA«s#W=^2. 8 6 8, ^ 9 i^/'iyyvv visxxf^^z , 095, 3 

[0 3 6 21 

x^x^m-^^^tiiX^^o 

[0 3 6 31 

ifFmu^^-(ofzib(DMM.mz\±. mmmMMWL. ?lsm^m. m^mmm^. 
mk.it. x>t^iLfz\t^ix\>i±(r>mwi^mmn^^'^m. mmfz\,t^it'^^xm^^hfi 

miE#2 004-3083062 
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y<--J : 52/ 



[0 3 6 4] 

^ tL, ^ Affl Win \tmm' 7xx li-ffef^ii^ {± M?i $ tism -r ^ 

<Dm^K\t. WUM {m.it'^y^n^-^=''^ z-^^^-y^) , ^-fe^j, (v^^ 

& o 

10 3 6 5] 

[0 3 6 6] 
[0 3 6 7] 

[0 3 6 8] 

-fifes* (I) ■X^-^ft:h:^^m^t^mii. 

3) -?-<7)'fk^t>oiiK'^ffl<^e^ 

[0 3 6 9] 

W.^Lfzm^M<Dj^mx^^Lxii X < . tfzm^<oMMfizLxn^-i-^l^mtt<3Xi> 

^t^m^'^'<'^^vxi>i!)^tt>ir. ^firti<D^^ys^iimcxii^-^j:^x\^^x i> x\^^o 

[0 3 7 0] 

(I) X7f:^M:^mM'{\:^m<Df-misXZJ^Xtfziimm'^±W:t:n^^X^yt 
[0 3 7 1] 

±fB#ffl»j fr^ «t 0 > =f^^xxfyt/z^ix&m^^^^-r^mBJi•^i:^m^^i^-r. — 

miE# 2004-3083062 



#M 2004-169958 



^-y : 53/ 



?^1-S5^B-e*tL(fJ;v^o mUt. EDG - 6 T::r-;<. h (DmiBmB,X-^&^m(^mBK 

LTti. J^xn-f 1fF:^TU ^ Y^^^mM (NSAID) , ^^MM 
I^^V^-^f-^ (DMARDs. M^iitt^JiU 'i'v^^) , 'ffeO^feWftU^. TMMS 

, IL-1I?1«^> IL-6gE*^ (trtl L-6§:##:^#^<7)®6Kig^J=S:-^tf) . T 

7.5^>^-3^X7=-7--fe*M^. ^ ^ n-/nx-f :h--lf|5S«*^7{)*^lf ^^^^o EDG-6T 

[0 3 7 2] 

vhv-y;?';^) . $ 3-7 — (®p°piS : -t^v-ty ^ v n ;^ -7 r 

, ^ij'nu (FK 5 0 6. ^n°pi& : -yuV^y) , vn'J (9>''?-^'f 
) , oL^nUAy^ (S!n='qi& : -iJ— -r^ > -/VK^y'n^ (Sp°pife : ^ V >) . 
^^jt'T'l^ K-Vn> (lSp°piS : ^ Kn-^i/) , t)Vy^u-yOKT3 (^p^^ig : ^ n 
:^-7'CD3) > tfbt: h U ;x/N*^i^n>rU :^ (ALG. ^n^p^ : T-;vyU » > -TrT^i/ 



;i/-r>f'>>', ®|^vW>fv>', -b^^y-rV, PA- 1 8 0 6> IB-3 6 7^ 
•^4~yy. PA- 1 4 2 0s K^V;^^^^^, ^^7:^ h a^'f '>:^> > 
lf>K^->;v#5&5^lf ^tL;S,o BRA<7)Sn;^*t LTti. -e^Oxtf. PA- 1 8 0 6^ IB-3 
6 7^ Y:ry-^^^yy^ PA- 1 4 2 0, K^v;i^e->>, iSg^7;^ b 
■fe 7 ^ ^ Mi° **dr >- ;i/^/5^^tf lb tL^ o 



10 3 7 41 

Xxn-f K^t L-C{4. -^x-i^. ^ffl^t LT. T'n tf v^^^ n^^ f^^v? 
yuy^y^ y )\/-^-y J =-Y^ y y y^j jv^yW."^^ ^ ^y^ Z^y"a}£^ym.^^ ^ ^y 

y. ^M':^^^^yB.^-^ >^ i^yy. ^w^^^ ^ ^^y^ -jy)vy]yvi--v. zfTv 

'^iflg^i^^T'l' F-V*n v;^:^:^^ n>'7-b F^ ■fu}dty'^^^u:^ir 

yy^ h U 7A n >'7-fe F, tf/^*;^^■7;^> ^ Vv^ tf:t:^^7;^^^n;>< ^ 

tiji^^vmii^mf^f^^o nmrn. i^mntx^xM. w^m^y^^^yy. y^vnun^^yy 

Kn=i;v-?^W, t'V F- Vn S^^:/ V F— n^N^j^^-/^ F— -/n b 'J 
-^A, r^;H^m:/V F^Vn>, U vmT'l/ F^^^i/n h >; ^7 a, g^^^^^•/^F>' 
. ^ F- Vn ^;V7°v F— Vn >^ n/N^j'^^ F— v-^ 

bU'i^A, h U 7 A->y n >^ g^g^h U 7A n >^ h U 7 A'>y d ^7-t h - F, 



[0 3 7 31 
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^-v^ : 54/ 



TA~>y S T - 1 2 6 vi^ VV - h\ t'^-^"^ ^ yv/N'n 

o 

[0 3 7 5] 

W^^ri^^ KmStife^^ (NSAID) tLTii^ 'eaJx.(f^ t:' U > ^ ■9-';^;^m:^ 
->v, xyn7j^;y^ v>{ ^;i/>f y t^d t°;i'TXlx>, 7* 7 ^ ^ -9- v 

ys-y^ -f-fuy 3:.y\£m —}\/^ -ffu^^y^ •7;v;nf "/n "7 i yn^n^y^-fu 
7Jl:^7^•fe^^^^ >^hyn7j^>'x y x./ -^ny x.yti ^/'i/^ ^y-fuy ^.y ^ ^ 

[0 3 7 61 

mBMM^irL'} ^y-^ f-m (DMARDs^ S^tt^'; fcL-Cli. mK.ii'. ^ 

z/y<yMM. u^yif^jyVHi-VV^yJ^^yi^y^y. \^ Vu^i^^uu^y, ■^'y 

[0 3 7 7] 

[0 3 7 8] 

[0 3 7 9] 

fxiT^^^^yyVym (J^IT. P G i: B&ia-r o ) tLTli. P G^#'frT ^f^X h . 
P G^^^TViJ^r/-;^ h^Ti^^if ibtL^&o P G^#^$:i: LTH, PGE^## (EPl 
. EP2. EP3^ EP4) ^ PGD^## (DP. CRTH2) . PGF^^# (FP 
) > PGI^^'* (IP) . TX^## (TP) #>(^Wc>tLSo 
[0 3 8 0] 

■fxiTs^ ir'7yvy^WM%mMUh.\^x\t^ m7L\t^ ^'7V7.)\^yr'^^)Vy. ^■^ 
yVy^ nr^yvy^ 4 -T^ /-^-u jTE- 5 2 2s -^-y ^ y ^y^ 

nyi>, v?y iVii"^ 5 K, y )\^ J ^"^-fuy :z.y ^ y )V)V\£-:fuy :^y^ >f :^ K> ^ 
v'V, ^h7'n7i>. n;v>'^vp&A. o^V7'n7a:.>', p{ndp->:«?A. ^^■^^7'o 

[0 3 8 1] 

IL-IPIW^ (H h I L- 1 V-k:/^-T>^ ^^^-^^ h^^SSSSi^J^Sr-^tf) t 

ttliE# 2004-3083062 
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^-'J : 55/ 



[0 3 8 21 
[0 3 8 3] 
[0 3 8 4] 

>}^7>*ya^>?.7"9--H|?a#^t L-Cti. -^Jx-J^. PDE 4M^-tr^SnU 'T'^A, 
7^ h (Sp°q^TU 7n) , Bayl9-8004x NIK- 616. xnyjV^y:^ 
Y (BY- 2 1 7) . v^N-A^-f (BRL-61063) . Tf-V^^N (CP- 8 0 
633) > SCH-35159K YM- 9 76. V-11294A> PD-16878 
7. D-4396x IC-485. 0 N O - 6 1 2 6#^^^tf tL^o 
[0 3 8 5] 

-t*. t:^ v^-y-y velJ:^x^. ^zrV'7:^Y^ ^^Jvt.'y^ ^5.0^:^^-^') 

[0 3 8 6] 

J^^^';<>^>> :^^-fef-i; v^V. ^ jj^ ^S' ;^ ^ . 7i^V7x:^v>. n^^ 

r'J^nv^ v>> m^^n/'?^e;>', TAK-427> ZCR-2060> NIP 

- 5 3 0. ^> ^ ^/yyu:iL- 5 y^y7.^>^ BP-2 94, T>K9;^h. ^f-^ 

[0 3 8 7] 

s 1 p^##^ (#icEDG-6) ^^m^^i-^^t^^it. ^^sinmMtLxmmx:^ 

& o 

[0 3 8 8] 

— (I) ■e^$*T-*3^iiHJ'fb'^%j> -e-<^^D •;'i?'ty::ii-e-tLib<^)m(±. edg 

-r^^mKJB. ^mm^mm.. ^m)^Mm^m. ^^^^n^B. (^M^^^^y^^v-r 

[0 3 8 9] 

fe^ffiV>. Il-f :r;^(pos.)(^)*<0^ai«:=ff^o/^o 
[0 3 9 0] 

:^mmm^\m^^fzit^m^\t. —m.mz i up Aco»jtci$t-c^iS=srtr*^ =i> 

tfj. — T'n^^^i.,, ACD/Name (Sfl^®^> Advanced Chemistry Development Inc.ttli 
) ^ /iliACD/Name/N'^;' (^#^^. Advanced Chemistry Development IncttSft) 

v^;g);dN ^/cti. I UP ACi^ri&^iciic-Cififi&L/c^x^-c^^o 

miiE# 2004-3083062 
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^--J : 56/ 



3- (4 - 1 Kn^5/7 Ji:::;!/) ya/NVJ^-> (2. 5 0 g) i$XX/3-y 
j^z:.)Vfu/'^y- 1 (2. 8mL) (DT V 7 \^ y y (7 0mL) ^T^t::^ 

iax- h 'J 7i-;v*;^7'r > (5. 4 6 g) ^Iju^. i^j^'^)\^T^/i^:^ V ( 

9. 4mL ; 4 0% ^r?gTL^ ^©-C 2 B#F^ti*i^ L/io RfStS'^tJ'SrM 

1-5 : 1) x-mmu rum^m^^t^^mit^^ is. o 2 g) ^mco 

10 3 9 1] 

TLC : Rf 0.45 (^A^-9->' : i^^j^'^;i'=5 : 1) ; 

IH NMR (CDCI3) : d 2.09 (m,- 2 H), 2.60 (t. 2 H). 2.80 (m, 2 H), 2.89 (t, 2 H 
). 3.67 (s. 3 H). 3.94 (t. 2 H). 6.82 (d. 2 H). 7.10 (d, 2 H), 7.20 (m. 3 H), 7. 
29 (m, 2 H)o 

^M2 : 3- r4- (3 -•7ai-;vyn»°^ v) •7ji-;v1 •7°nyN°-j--;v 

m-mm 1 r-u^Ltzit^m (i. og) o^^Ticv^oD^^y dsmD mmz.-7 

8t:-e7K^'fk5^'r V':f^;vT;v5^'i7A (3. 5mL ; 0. 9 5M n-^^-^?->#fS) 

^i^TL. -7 81C-C3 O^S-^m^^L/Co (0. 5mL) ^?^T 

fzo ^^'Srv'J :^y}i':^yM,^u-7 y-^vV (^^-9-> : iimj:-f-;v = 10 : 1—6 : 1 
) -^fflSL. Tlfiii^ttlit'Sr^l-^^^M'fk^tJ (6 1 4mg) =Sr^#/co 
[0 3 9 2] 

TLC : Rf 0.20 (^^-y-v : i^m^-^-'v=7 : 1) ; 

IH NMR (CDCI3) : 8 2.09 (m, 2 H). 2.77 (m, 4 H), 2.90 (t, 2 H), 3.94 (t, 2 H 
), 6.82 (d. 2 H), 7.09 (d, 2 H). 7.20 (m. 3 H), 7.27 (m. 2 H), 9.82 (t, 1 H)o 
:|fe^J3 : N- 13- [4- (3 -7 ji^JV/P^)^^'» 73^-JVl "/n br;V| T7^> 
10 3 9 3] 
l-fb 1 0 6 ] 




[0 3 9 4] 

T7^> (7. Img) O^iJ'y-;!/ (0. 3 0mL) ll^l?i^H^^a•T?7i<.m'fk:^ > U "i^ 

A (3. 4mg) *inx.. *]6&^?y2-e$!i3tLyi'fk'^% (3 Omg) =Srinx., mta-ei 5^ 
^iifi^LTto RM^t»{3 0°c-e7K*>fk*'^7^:h h (4. Omg) ^riox., ot:-c 

7>^-T3j<.=80 : 20 : 4) i?5»i^L> -^Wk'^'^^^'t (1 4 

mg) =Sr#^Co 
[0 3 9 5] 

TLC : Rf 0.24 (:^nn^;i/A : ^ : T>^-T7K=80 : 20 : 4) ; 

IH MR (DMSO-de) : * 1.23 (d. 3 H), 1.81 (m, 2 H). 1.98 (m, 2 H), 2.53 (m. 2 

H). 2.72 (m, 4 H), 3.14 (q, 1 H). 3.91 (t. 2 H), 6.83 (d, 2 H). 7.09 (d, 2 H), 
7. 23 (m, 5 H) o 
mmmS (1) -3 (3 8) 

W03 (1) : N- 13- [4- (3 -7j^^;vyp>j^^'» 7.x^;v1 -fuMM ^ 

thiE# 2004-3083062 
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^-y : 57/ 



TLC : Rf 0.52 (t^^ai-5^;v : f^m : 7K=3 : 1 : 1) I 

IH NMR (CD3OD) : 8 2.03 (m, 4 H). 2.64 (t, 2 H), 2.78 (m, 2 H), 2.96 (m, 2 H 
), 3.45 (s, 2 H), 3.92 (t, 2 H), 6.83 (d, 2 H), 7.18 (m. 7 H)o 

^jfe^3 (2) :4- ( 13- [4- (3-y :r.=.)\^zfnyi?^z^) y -fuMM 

TLC : Rf 0.25 (^nn*;vA : j>< y -;v : t>^-T7K.=80 : 20 : 4) ; 

IH NMR (CD3OD) : a 1.83 (m, 2 H). 1.94 (m. 2 H), 2.04 (m. 2 H), 2.37 (m. 2 H 
), 2.65 (t. 2 H), 2.78 (m, 2 H), 2.93 (m, 2 H), 3.00 (m, 2 H), 3.92 (t, 2 H), 6. 
83 (d, 2 H) . 7. 19 (m, 7 H) o 

^^^J3 (3) : 5- ( i3- [4- (3 -7x-;V7^a»°^'» -/n 

TLC : Rf 0.28 C^' nn.-}^;VA : ^ iJ' y -;v : T>^-T7ic=80 : 20 : 4) ; 

IH NMR (CD3OD) : a 1.66 (m, 4 H), 2.03 (m. 4 H). 2.21 (t, 2 H), 2.65 (t. 2 H 
). 2.78 (m, 2 H), 2.94 (m, 4 H). 3.92 (t, 2 H), 6.83 (d. 2 H). 7.18 (m. 7 H)o 
^jifei^J3 (4) : 2-^-^;V-N- i3- [4- (3 -•7:L-;W/n^#'» 

TLC : Rf 0.36 (:?'nn*;VA : ;?t y-;v : T>^ — T7K.=80 : 20 : 4) ; 

IH NMR (CDCla + CD30D= 5 : 1) : 5 1.34 (s. 6 H), 1.89 (m. 2 H), 2.03 (m, 2 H 
), 2.57 (m, 2 H). 2.73 (m. 4 H). 3.87 (t. 2 H), 6.76 (d, 2 H), 7.01 (d, 2 H), 7. 
13 (m. 3 H) . 7 . 20 (m, 2 H) o 

llitM3 (5) : N- }3- [4- (3 -7 ji^;v7^p>K^'» 7j^^;v1 -zfxi^dM 
TLC : Rf 0.42 (iJ' : > : t:^^-T7R=80 : 20 : 4) ; 

IH NMR (CDCI3 + CD30D= 5 : 1) : 5 0.94 (m, 6 H). 1.89 (m, 2 H). 2.01 (m. 2 H 
), 2.12 (m. 1 H). 2.54 (m. 2 H). 2.72 (m, 4 H), 3.13 (d, 1 H). 3.86 (t. 2 H), 6. 
75 (d. 2 H). 6 .99 (d, 2 H), 7.12 (m. 3 H), 7.20 (m, 2 H)o 

mm'i (6) : N- 13- r4- (3 -^^-JVT'a^i^'^v) 7j^-;v1 •ztxi\£.M V 

TLC : Rf 0.41 (i>'nn.i^;i/-A : > : t:^^-T7K=80 : 20 : 4) ; 

IH NMR (CDCh + CD30D= 5 : l) : 5 1.72 (m, 2 H), 2.02 (m, 2 H), 2.41 (m, 2 H 
), 2.62 (m, 4 H). 2.87 (m, 1 H), 3.20 (m, 1 H), 3.46 (m. 1 H). 3.88 (m, 2 H). 6. 
71 (d. 2 H), 6.89 (d, 2 H ) 7.16 (m, 10 H)o 

^ife#ll3 (7) : N- 13- [4- (3 -7:n::i;V/P»°^-» V a^-y\y^ -fU\£M -b 

V y 

TLC : Rf 0.12 C^ pp.i^;vA : > ^ ^ : T>^-77jc=80 : 20 : 4) ; 

IH NMR (CDCh + CD30D= 5 : I) : S 2.10 (m. 4 H), 2.67 (m. 2 H). 2.81 (t. 2 H " 
), 3.01 (m. 2 H). 3.44 (t. 1 H), 3.93 (m. 4 H), 6.84 (d. 2 H). 7.10 (d, 2 H), 7. 
22 (m, 3 H), 7.29 (m, 2 H)o 

mmms is) : n- 13- [4- (3 -7jL.:^;vyp^^'» ^j^ ^^jvI yptf;^! » 
TLC : Rf 0.18 i^xiu^)UA : y-ji^ : t>^^T7Ic=80 : 20 : 4) ; 

IH NMR (CDCh + CD30D= 5 : l) : S 1.99 (m, 6 H), 2.57 (t. 2 H), 2.73 (m. 2 H 
). 2.91 (m. 2 H). 3.43 (m. 1 H), 3.72 (m, 2 H). 3.87 (t, 2 H). 6.76 (d, 2 H). 7. 
01 (d, 2 H), 7.12 (m, 3 H). 7.20 (m, 2 H)o 

mmms o) :2-HKP#y-3- ( 13- r4- o -^^^ jv/p:^^^-^) 

TLC : Rf 0.12 {^ua:^)]/A : 3^^-;^ : T>^-T7K.=80 : 20 : 4) ; 

IH NMR (CDCh + CD30D= 5 : l) : 5 2.06 (m. 4 H). 2.65 (t. 2 H), 2.81 (m, 2 H 
), 2.97 (m, 3 H), 3.25 (m. 1 H), 3.97 (m, 2 H), 4.03 (t, 1 H). 6.84 (d, 2 H), 7. 
09 (d. 2 H), 7.22 (m, 3 H). 7.29 (m. 2 H)o 

tliiE# 2004-3083062 
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mm3 (10) : 2-^-^;v-N- 13- [4- (3 -7 j:.^;i/7°a»°^-» 



TLC : Rf 0.22 {i^UTa^)VJ» : ^ -}V \ T >^^T;j<.=80 : 20 : 4) ; 

IH NMR (CDCh + CDsOD^ 5 : 1) : 5 1.34 (s. 3 H). 2.07 (m. 4 H). 2.67 (t. 2 H 
). 2.81 (m. 2 H), 2.92 (m. 2 H). 3.54 (d, 1 H), 3.94 (m, 3 H), 6.84 (d, 2 H), 7. 
10 (d. 2 H), 7.21 (m. 3 H), 7.29 (m, 2 H)o 

mms^Z (11) :n- { [6- (3 -7 j:..=i;v:/n4^^y) -2--j-7f-;w] 
TLC : Rf 0.13 (:^nnjj;;vA : > ^^y-jv : T :x-=E-T7lc=80 : 20 : 4) ; 

IH NMR (CDCh + CD30D= 5 : l) : 5 2.19 (m, 2 H), 2.87 (t. 2 H), 3.43 (s, 2 H 
), 4.10 (t, 2 H), 4.22 (s. 2 H), 7.12 (d. 1 H), 7.27 (m, 6 H), 7.44 (dd, 1 H). 7 
.77 (d. 2 H), 7.82 (d, 1 H)o 

i'^js ( 1 2) : 4 - ( 1 re - (3 -7 ji-;v7°p^-K^'» - 2 



y) T'j^ > 



TLC : Rf 0.17 (^nn;J;;i/A : p< : T>^^T7K.=80 : 20 : 4) ; 

IH NMR (CDCh + CD30D= 5 : l) : 5 1.84 (m, 2 H). 2.18 (m, 2 H), 2.44 (m, 2 H 
). 2.86 (m, 2 H). 2.97 (m, 2 H). 4.09 (t, 2 H), 4.13 (s. 2 H), 7.11 (d. 1 H), 7. 
27 (m. 6 H), 7.43 (dd, 1 H), 7.76 (m, 3 H)o 

mMmZ (13) : 2 -1^ Kndr-> - 3 - ( i [6 - ( 3 - 7 j^^JVT'n^i^^'^) - 2 - 

TLC : Rf 0.11 (i^nnjh;^^ : ^ y -;v : T >-=E^T7K=80 : 20 : 4) ; 

IH NMR (CDCh + CDaOD^ 5:1):^ 2.19 (m, 2 H), 2.87 (m, 2 H), 3.11 (dd, 1 
H), 3.20 (dd, 1 H), 4.09 (m, 3 H), 4.23 (d, 1 H), 4.29 (d, 1 H), 7.12 (d. 1 H). 
7.27 (m, 6 H), 7.44 (dd, 1 H), 7.77 (d. 2 H), 7.82 (s, 1 H)o 
^M-M3 (14) :n- { (2E) -3- [4- (3 -7 ji-;v^-/p>^°^-» 7.x^;Vl 

•/P/^°- 2 - -g-T7 — > 

TLC : Rf 0.13 {^xiui^ivL. : ^ ij'y-;v : t>'^-T7K=80 : 20 : 4) ; 

IH NMR (CDsOD) : 8 2.07 (m, 2 H), 2.49 (t, 2 H), 2.79 (t, 2 H), 3.16 (t, 2 H 
). 3.76 (dd, 2 H). 3.96 (t, 2 H), 6.12 (dt. 1 H), 6.78 (d. 1 H). 6.88 (d, 2 H), 
7. 20 (m, 5 H) , 7. 39 (d, 2 H) o 

mMMZ (15) : 1- i3- [4- (3 -7 ji::i;i/^n;j^^y) -/n t: JVt 



TLC : Rf 0.44 (i^g^j^^;w : i^®^ : 7lc=3 : i : i) ; 

IH NMR (CD3OD) \ 8 1.71 - 1.92 (m, 2 H), 1.98 (s, 3 H). 1.99 - 2.12 (m, 2 H) 
, 2.61 (t, 2.H), 2. 78 (t, 2 H), 3.09 - 3.20 (m, 2 H), 3.32 - 3.46 (m. 1 H), 3.92 

(t, 2 H), 4.09 - 4.26 (m, 4 H), 6.79 - 6.88 (m, 2 H), 7.07 - 7.13 (m, 2 H), 7.1 
4-7.29 (m, 5 H)o 

mMMZ (16) : 1-13 - [4- (3 -7 ji^;vyp?K^'» -7 :l^=^y^^ -fu\iM 
-fxi 'J y 

TLC : Rf 0.46 (f^^j^f-;v : WW. : 7fc=3 : 1 : 1) ; 

IH NMR (CD3OD) : 8 1.82 - 2.19 (m, 7 H), 2.32 - 2.48 (m. 1 H), 2.64 (t, 2 H) 
, 2.78 (t. 2 H), 2.96 - 3.16 (m, 2 H), 3. 15 - 3.29 (m, 1 H), 3.61 - 3.77 (m, 1 H 
), 3.80 (dd, 1 H), 3.91 (t, 2 H), 6.76 - 6.90 (m, 2 H), 7.07 - 7.13 (m, 2 H). 7. 
14 - 7.35 (m, 5 H)o 

(17) : 1- )3- [4- (3 -7 jL^;v:^p^^-» y 7'pbi;vt 



TLC : Rf 0.46 (i^^ai^;v : WW \ 7K=3 : 1 : 1) ; 

IH NMR (CD3OD) \ 8 1.92 - 2.12 (m, 4 H), 2.13 - 2.38 (m, 2 H), 2.64 (t, 2 H) 
, 2.78 (t, 2 H), 2.98 - 3.09 (m. 1 H), 3.10 - 3.20 (m, 2 H), 3.22 - 3.47 (m, 3 H 
), 3.52 - 3.65 (m. 1 H), 3.92 (t, 2 H), 6.84 (d, 2 H), 7.12 (d. 2 H). 7.16 - 7.3 
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^-v : 59/ 



3 (m. 5 H)o 

m^mms (is) : l - 13- [4- (3-7j^^;vyp^'^-» 7'ne;vt 
y > - 2 - >M 
TLC : Rf 0.51 (f^^o:-'^;!/ : : 7K=3 : 1 : 1) ; 

IH NMR (CD3OD) : d 1.44 - 1.64 (m. 1 H). 1.65 - 1.91 (m. 4 H), 1.97 - 2.12 ( 
m, 4 H), 2.12 - 2.27 (m. 1 H), 2.49 - 2.70 (m, 2 H), 2.78 (t, 2 H), 2.83 - 3.06 
(m. 2 H), 3.16 - 3.29 (m, 1 H), 3.34 - 3.47 (m, 1 H), 3.47 - 3.62 (m, 1 H), 3.92 
(t, 2 H), 6.77 - 6.87 (m, 2 H), 7.08 - 7.14 (m, 2 H). 7.14 - 7.31 (m, 5 H)o 
mMmS (19) : 1- 13- r4- (3-7jL-;i/-/a.i^^v) •/abf;V| 



TLC : Rf 0.44 (g-^^ji-^;!/ : : 7|c=3 : 1 : 1) ; 

IH NMR (CD3OD) : 8 1.66 - 1.99 (m, 4 H), 1.99 - 2.15 (m. 4 H), 2. 57 - 2.71 ( 
m, 3 H). 2.78 (t, 2 H), 2.88 - 3.39 (m, 6 H), 3.92 (t. 2 H). 6.77 - 6.89 (m. 2 H 
). 7.10 - 7.17 (m. 2 H). 7.16 - 7.31 (m. 5 H)o 

mmms (20 : 1- is- [4- (3-7ji^;v/a>i^^-» y:c=.n^'\ 'fu\£M 



TLC : Rf 0.51 (i^mai^;v : : 7lc=3 : 1 : 1) ; 

IH NMR (CD3GD) : 8 1.78 - 2.15 (m, 8 H). 2.31 - 2.47 (m, 1 H). 2.63 (t. 2 H) 
, 2.78 (t, 2 H), 2.88 - 3.08 (m. 4 H). 3.34 - 3.50 (m. 2 H). 3.92 (t. 2 H), 6.79 
- 6. 88 (m, 2 H) , 7. 09 - 7. 15 (m, 2 H) , 7. 14 - 7. 31 (m, 5 H) o 

IIMfiJ3 (2 1) : N- I re - (3 --7 ji^;V7'P^-K^y) - 2 --j- 7 f^;v1 :^^M 
- B-Ty=-> 

TLC : Rf 0.13 nn.i^;VA : ^ tJ'y-;^ : 7>-t-T7lc=80 : 20 : 4) ; 

IH NMR (CDCls) : 8 2. 14 - 2.24 (m, 2 H), 2.47 (t. 2 H). 2.87 (t. 2 H). 3.09 
(t, 2 H). 4.10 (t. 2 H), 4.23 (s, 2 H), 7.12 (d, 1 H), 7.18 - 7.33 (m. 6 H). 7.4 
3 (dd, 1 H), 7.75 - 7.82 (m, 3 H)o 

mMmz (2 2) : N- i [6- (3 -7 ji-;V7'p^i^^y) -2--j-7^;v1 ^^;vl 



TLC : Rf 0.13 nn4^;i/A : ^ : T>^ — T7K.=80 I 20 : 4) ; 

IH NMR (CDsOD) : 8 2.09 - 2.19 (m, 2 H), 2.76 (t, 2 H). 2.84 (t, 2 H), 3.30 
- 3.34 (m, 2 H). 4.09 (t. 2 H), 4.36 (s, 2 H), 7.13 - 7.29 (m, 7 H), 7.50 (dd, 1 
H), 7.79 - 7.86 (m, 2 H), 7.91 (s, 1 H)o 

mMmZ (2 3) : 1- i re- (3--7^-;V^P»°^y) -2-^:^7^JH 



TLC : Rf 0.20 (i^ n n/i^;kA : : t:^^^T7K=80 : 20 : 4) ; 

IH NMR (CDsOD) : 8 2.09 - 2.19 (m, 2 H), 2.84 (t, 2 H), 3.64 - 3.76 (m. 1 H) 
, 4.09 (t, 2 H), 4.28 - 4.38 (m, 4 H), 4.52 (s, 2 H). 7.13 - 7.29 (m, 7 H). 7.45 
(dd. 1 H). 7.81 - 7.85 (m. 2 H), 7.90 (s, 1 H)o 

mMnz (2 4) : 1- I re - (3--7ji-;i^7'p;j^^v) - 2-•f•y^^u^ 



TLC : Rf 0.21 nn^;PA : tJ'y-^V : t:^^ — T7lc=80 : 20 : 4) ; 

IH NMR (CDsOD) \ 8 1.75 - 1.93 (m, 2 H), 2.09 - 2.27 (m, 4 H), 2.56 - 2.65 ( 
m. 1 H), 2.84 (t, 2 H), 3.03 - 3.14 (m. 2 H), 3.53 - 3.61 (m, 2 H), 4.10 (t. 2 H 
), 4.43 (s, 2 H), 7.13 - 7.29 (m, 7 H), 7.50 (dd, 1 H), 7.81 - 7.87 (m. 2 H), 7. 
93 (s, 1 H)o 

IIMM3 (25) IN- 1 (2E) - 3- r2-;<^;V-4- (3 -7 Jc^;V7'^.i^°^'> 



TLC : Rf 0.21 {i7uu-^)\/j^ : : T>^-T7K.=80 : 20 : 4) ; 

IH NMR (CDsOD) : 8 1.99 - 2.12 (m. 2 H), 2.34 (s, 3 H), 2.74 - 2.81 (m. 4 H) 
, 3.27 - 3.31 (m. 2 H), 3.83 (d, 2 H), 3.95 (t, 2 H), 6.02 (dt, 1 H), 6.71-6.7 
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^-i^ : 60/ 



6 (m, 2 H), 7.07 (d, 1 H). 7.12 - 7.29 (m, 5 H). 7.44 (d, 1 H)o 

mmm3 (26) :n- ( (2E) - 3- l2-^^;v-4- [ (5-y j^=-)\^^>^)v 



TLC : Rf 0.21 (^^nnjj>;VA : yf-)V : T>^-T7lc=80 : 20 : 4) ; 

IH NMR (CDs CD) : $ 1.44 - 1.55 (m, 2 H). 1.61 - 1.84 (m. 4 H), 2.34 (s. 3 H) 
, 2.63 (t, 2 H), 2.76 (t, 2 H). 3.25 - 3.30 (m. 2 H). 3.82 (d, 2 H), 3.95 (t. 2 
H), 6.02 (dt, 1 H). 6.70 - 6.74 (m, 2 H), 7.06 (d, 1 H), 7.10 - 7.26 (m, 5 H). 7 
.43 (d, 1 H)o 

mmms (27) : 1- \ (2E) -3- [4- (3-7j^^;vyo?)^^>') 



TLC : Rf 0.20 (i'on*;!/^ : : T>^^T7lc=80: 20 : 4) ; 

IH MR (CD3OD) : 3 1.81 - 2.16 (m, 6 H), 2.36 - 2.48 (m, 1 H), 2.79 (t, 2 H) 
. 2.90 - 3.07 (m, 2 H), 3.38 - 3.51 (m, 2 H). 3.78 (d, 2 H), 3.97 (t. 2 H), 6.07 
- 6.18 (m, 1 H), 6.80 (d, 1 H), 6.89 (d, 2 H), 7.11 - 7.29 (m, 5 H), 7.41 (d. 2 

H)o 

^mms (28) :i-l(2E)-3-[4 - (3 -7j^^;v/n»°^'» 



TLC : Rf 0.10 (^uu^)VA : ^ : t>^^77K=80 : 20 : 4) ; 

IH NMR (CD3OD) : 8 2.01 - 2.12 (m, 2 H), 2.79 (t, 2 H). 3.63 - 3.71 (m, 1 H) 
, 3.92 - 3.99 (m. 4 H), 4.23 - 4.40 (m, 4 H), 5.97 - 6.09 (m, 1 H). 6.81 - 6.92 
(m, 3 H), 7.11 - 7.28 (m, 5 H). 7.40 (d, 2 H)o 

^mms (2 9) : N- ( (2E) -3- 14- [ ( 5 - 7 :c ~;V^>-?-;U) ^^y] 7 

TLC : Rf 0.20 {^^uui^i\^h. : ^ tJ^y : t>*-T7K.=80 : 20 : 4) ; 

IH NMR (CD3OD) \ 8 1.41 - 1.57 (m. 2 H), 1.61 - 1.74 (m. 2 H). 1.74 - 1,85 ( 
m, 2 H), 2.63 (t. 2 H), 2.76 (t, 2 H), 3.25 - 3.33 (m, 2 H), 3.80 (d, 2 H), 3.97 
(t. 2 H), 6.11 (dt, 1 H), 6.81 (d, 1 H). 6.88 (d. 2 H), 7.08 - 7.30 (m, 5 H), 7 
.39 (d. 2 H)o 

mMmz (3 0) : N- ( 16- r (5-7ji^;i/^>f-;v) -2-i-y^)v\ 



TLC : Rf 0.17 (^uu^)VA : > : T>^^T7lc=80 : 20 : 4) ; 

IH NMR (CD3OD) : 8 1.48 - 1.63 (m, 2 H), 1.64 - 1.79 (m. 2 H). 1.80 - 1.94 ( 
m, 2 H), 2.65 (t, 2 H), 2.76 (t, 2 H), 3.18 - 3.42 (m, 2 H), 4.10 (t. 2 H), 4.35 
(s, 2 H), 7.07 - 7.29 (m, 7 H), 7.50 (dd. 1 H). 7.80 (d. 1 H). 7.85 (d. 1 H). 7 
.88 - 7.93 (m, 1 H)o 

mmms (31) : 1- ( le- r (5-7^-;i/^>^;v) :t^'>i -2-i-y^M 

>^ 7-tf-f-y >- 3 



TLC : Rf 0.14 {^uu:^)VA : ^ : t>'-=&-T7K=80 : 20 : 4) ; 

IH NMR (CD3OD) : d 1.46 - 1.64 (m, 2 H), 1.64 - 1.79 (m. 2 H), 1.79 - 1.95 ( 
m, 2 H), 2.65 (t. 2 H), 3.58 - 3.76 (m, 1 H), 4.09 (t, 2 H). 4.26 - 4.39 (m. 4 H 
), 4.51 (s. 2 H), 7.06 - 7.29 (m. 7 H). 7.45 (dd, 1 H). 7.81 (d, 1 H). 7.85 (d, 
1 H), 7.88 - 7.92 (m, 1 H)o 

mmms (32) : 1- ( le- r (5-y :rL=.}v^>^)v) - 2 --^^f-;!^} 



TLC : Rf 0.16 {^tiuTi^jvM, : ^ : r v^^77l<.=80 : 20 : 4) ; 

IH NMR (CD3OD) : 8 1.46 - 1.64 (m. 2 H). 1.63 - 1.79 (m, 2 H). 1.79 - 1.97 ( 
m. 4 H), 2.10 - 2.32 (m, 2 H). 2.55 - 2.74 (m. 1 H), 2.65 (t. 2 H). 2.98 - 3.23 
(m, 2 H), 3.45 - 3.65 (m, 2 H), 4.10 (t. 2 H), 4.43 (s. 2 H), 7.07 - 7.30 (m, 7 
H), 7.50 (dd. 1 H), 7.82 (d. 1 H). 7.87 (d, 1 H). 7.90 - 7.97 (m. 1 H)o 

^■mms (3 3) IN- ! re - (4 -2-^y'f-)i^'\ j^^m - 
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^-i^ : 61/ 



TLC : Rf 0.17 {i7 U U )\/ 2>, \ :f^9 J -y^\ T>* — 77l<.=80 : 20 : 4) ; 
IH NMR (CD3OD) : 8 1.78 - 1.95 (m. 4 H), 2.64 - 2.79 (m. 4 H). 3.23 - 3.36 ( 
m, 2 H), 4.07 - 4.16 (m, 2 H), 4.35 (s, 2 H), 7.09 - 7.31 (m. 7 H). 7.50 (dd. 1 
H). 7.80 (d, 1 H). 7.85 (d, 1 H). 7.87 - 7.92 (m. 1 H)o 

^mmZ (3 4) : 1- I r6- {^-V x.=:-}\^-f\^=y^ -2--j-7f-;Vl ^•^;v| T 

TLC : Rf 0.13 (i^ nn.i^;i/A : ^ ^ : T>^-T7K=80 : 20 : 4) ; 

IH NMR (CD3OD) : 8 1.79 - 1.94 (m, 4 H). 2.64 - 2.77 (m, 2 H), 3.65 - 3.77 ( 
m, 1 H), 4.06 - 4.17 (m, 2 H), 4.22 - 4.42 (m, 4 H), 4.52 (s, 2 H), 7.08 - 7.30 
(m, 7 H), 7.46 (dd, 1 H), 7.83 (t, 2 H), 7.88 - 7.94 (m, 1 H)o 

mMmz (3 5) : 1- 1 re- (4 -2--j-7f-;v1 >^;vl 



TLC : Rf 0.14 (i^nn.-^;^^ : : T>^^T7X=80 : 20:4)o 

■■^mz (3 6) : N- ( 16- r3- (4 -^Pn-7ai-;v) -/n.-K^yl -2-'j-7 



TLC : Rf 0.14 (^'nnj^;VA : : T>* — T7K=80 : 20 : 4) ; 

IH NMR (CD3OD) : 8 2.03 - 2.24 (m. 2 H), 2.76 (t, 2 H), 2.84 (t. 2 H), 3.25 
- 3.36 (m, 2 H), 4.09 (t, 2 H), 4.36 (s, 2 H) , 7.16 - 7.30 (m. 6 H). 7.50 (dd. 1 
H). 7.83 (t, 2 H), 7.88 - 7.94 (m, 1 H)o 

^M^J3 (3 7) : 1- ( 16- [3- {A-'^uuy jL=.)V) ■fU7^^^^^ -2—r-y 

TLC : Rf 0.11 (i^ nn*;i/A : ^ y -;v : t:^^-T7K=80 : 20 : 4) ; 
IH NMR (CD3OD) : 8 2.05 - 2.21 (m, 2 H), 2.84 (t, 2 H), 3.60 - 3.79 (m. 1 H) 
, 4.09 (t, 2 H), 4.24 - 4.40 (m. 4 H) , 4.52 (s. 2 H) . 7.17 - 7.31 (m, 6 H), 7.46 
(dd, 1 H) , 7. 79 - 7. 87 (m, 2 H) , 7. 88 - 7. 94 (m, 1 H) o 

^mmz (38) :i-(i6-[3 - {A -^uuy 7^p»°^'>i -2—ry 

^ f-;v) yy - A-ij >^ MB.^ 

TLC : Rf 0.15 ( n n jJs ;i/ : ^ ^'y-;!/ : T^'^ — T7K.=80 : 20 : 4) ; 

IH NMR (CD3OD) : 8 1.72 - 1.97 (m, 2 H), 2.03 - 2.32 (m, 4 H), 2.52 - 2.71 ( 
m. 1 H). 2.83 (t. 2 H). 2.95 - 3.20 (m. 2 H), 3.47 - 3.69 (m, 2 H). 4.09 (t. 2 H 
). 4.43 (s. 2 H). 7.13 - 7.32 (m, 6 H), 7.52 (dd, 1 H), 7.76 - 7.90 (m. 2 H), 7. 
90 - 7.99 (m, 1 H)o 

m.mmA : t e r t N- [3 - (4-11 Ka^^V^ j^^;v) - /? - 

4 - (3 - T5 y tr;i') -7x7-;^ (1. 83 g) (^^^^--a/ (2 5mL) ^W: 
ic^iax-t e r t T^VV'-h (1. 7mL) *t«TL. ^z^-e— Bfe«^i^L:^>: 

: ^ ^ y -;v=3 : 1) X'Mb^ Tiati14'(i«r*1-'2.^m<b-^i^ (i . 5 5 g) 

[0 3 9 61 

TLC : Rf 0.24 (S^^aif-;v : ^ ^ y - ;v=5 : l) *, 

IH NMR (CDCI3) : 8 1.45 (s, 9 H), 1.79 (m, 2 H), 2.44 (t. 2 H), 2.60 (m, 4 H 
), 2.83 (t, 2 H), 6.68 (d, 2 H). 6.99 (d. 2 H)o 

5 : t e r t -:f-f-;v N- ( t e r t h ^->:^ jv»'-;i^) - N- r3 - (4 



:Mf^4-e^7tL/i<b-^tJ (1. 55g) Oxh7liKn-79> (30m L) ^T^ltC 0 
rt?v- t e r t h (1 . 1 5 g) Ox h^tiKn^^^' (3mL 

^nvh^7 7'f - (^^-y-^ : i^i^jif-;v=6 : i-*3 : 1) -cjjtSiL, Tffi'^'&'lit^r^l" 
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^ - V : 62/ 



^mmit^^ (1. 5 7 g) ^ntzo 

[0 3 9 7] 

TLC : Rf 0.45 {^^■^y : ^m^^}^=2 : 1) ; 

IH NMR (CDCh) : S 1.43 (m, 18 H). 1.79 (m. 2 H). 2.51 (m, 4 H), 3.22 (m, 2 
H). 3.42 (m. 2 H). 4.92 (s. 1 H). 6.75 (d, 2 H), 7.03 (d, 2 H)o 

6:tert-r^;V N-(tert--rh^'>:» - N - I 3 - [4 

- (3 -7 j^^Ji^T'o^^'^v^) -fxiMM - B -r y^J^- y 

mMM5X-f^ikLtz^t^m (3. 6 g) coy>-f-;v*;VAT5 K (3 6mL) ?#f£i::g 
U -i^A (4. 2 0g) ^r]tra;t^ ( 3 -yn^yo ^^-b'^ (2. 3 1m 

: i^m^f-;v=30 : 1-^4 : i) -efflML. TIHtilii'lfi^^i-'&^S'fk'^^ (4 . 4 

4 g) i:ntZo 
[0 3 9 8] 

TLC : Rf 0.18 {^^"fy : itMj^-^;v=io : i) ; 

IH NMR (CDCh) : S 1.43 (s, 18 H). 1.81 (m, 2 H), 2.09 (m, 2 H). 2.52 (m. 4 
H). 2.81 (t. 2 H). 3.22 (m, 2 H). 3.42 (m. 2 H), 3.94 (t. 2 H). 6.81 (d, 2 H). 7 
. 08 (d, 2 H) . 7. 21 (m, 3 H) , 7. 29 (m. 2 H) o 

mmmi-.H- \3- [4- (3-7j^-;i/ya:^^'» 7jl-;1/] 7° nbr>'i^l -i8-T 

7 ^ > mm^ 

[0 3 9 9] 

[<!: 1 0 7 ] 




H 

• HCI 

[0 4 0 0] 

6 X-MT^Lfzit^m (4. 6 Eg) 01, A-'J^^'^y (9mL) v^^^l^^^a 
T-4Nm'fb7K^- 1, 4 (3 8mL) 4rinx.> ^iaT— Bfe|t#Lfwo ^ 

m^^^mk. ^M-r^^tizx^, Tm<^^mt:m-t^um^t^m (2. 8 7g) ^» 

[0 4 0 1] 

TLC : Rf 0.31 an;j^;i/A : ^ iJ'y-;^ : T>'^-T7fc=80 : 20 : 4) ; 

IH NMR (CD3OD) : 8 2.02 (m, 4 H). 2.65 (t, 2 H), 2.71 (t, 2 H), 2.78 (t, 2 H 
), 3.01 (m. 2 H). 3.24 (t. 2 H). 3.92 (t, 2 H), 6.84 (d, 2 H). 7.12 (d. 2 H). 7. 
20 (m, 5 H)o 

;ifeM8-8 (3) 

^ifef(l8:N- (3- )4- r3- (4-> yp»° ^'>1 7j^^;vI 

p tf;v) — B — T^^y 



TLC : Rf 0.25 C^' nn*:;i/A : > : T>'^— T7X=80 : 20 : 4) ; 

IH NMR (CD3OD) : S 2.00 (m. 4 H), 2.69 (m, 6 H), 3.01 (m. 2 H). 3.23 (t, 2 H 
), 3.74 (s. 3 H). 3.90 (t, 2 H), 6.82 (m, 4 H), 7.11 (m, 4 H)o 

mmms (i) : n- (3- I4- [3-0. v^'yy^ ^^J^') ya7^°^'>] 
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TLC : Rf 0.25 (^'nn.i^;VA : y-n^ : T>'^-77K=80 : 20 : 4) ; 

IH NMR (CD3OD) : 8 1.90 (s, 3 H). 2.02 (m. 4 H). 2.47 (t. 2 H), 2.64 (t, 2 H 
), 2.73 (t, 2 H), 2.96 (m. 2 H), 3.11 (t. 2 H). 3.73 (s, 3 H), 3.78 (s. 3 H), 3. 
91 (t, 2 H), 6.76 (m, 2 H). 6.84 (m, 3 H), 7.12 (d, 2 H)o 
mmmS (2) : N- (3- I4- [3- (4-^ao7x.=^;l/) ■/P»°^v] 

TLC : Rf 0.25 (:J'nn;^;i/i^ : ^ : T>^-77K=80 I 20 : 4) ; 

IH NMR (CD3OD) : d 2.02 (m. 4 H), 2.65 (t. 2 H), 2.72 (t, 2 H), 2.78 (t, 2 H 
), 3.01 (m, 2 H), 3.24 (t, 2 H), 3.92 (t, 2 H), 6.84 (d, 2 H), 7.12 (d, 2 H), 7. 
18 (d. 2 H), 7.25 (d, 2 H)o 

^mms (3) IN- (3- {4- [ (7-^PP^yU^-2-^JV) >h^v1 

TLC : Rf 0.14 (^'nn;J>;l/A : ;>< ^'y-;!' : T>'^-77|c=80 I 20 I 4) ; 

IH NMR (DMSO-de) : S 1.84 (m, 2 H), 2.56 (t, 2 H). 2.65 (t. 2 H). 2.86 (m, 2 
H). 3.08 (m, 2 H), 5.34 (s. 2 H), 6.99 (d. 2 H), 7.14 (d. 2 H), 7.66 (dd. 1 H), 
7.69 (d. 1 H). 8.06 (m. 2 H). 8.47 (d, 1 H). 8.66 (s, 2 H)o 

m-mms : N- [2- (4 -11 Ka^y7 ji^;v) J^-^;V1 -N- (h';-7;v:^ 

(3. Og) (^^^y-;!' (40mL) mWLK^^)^ T^'JU-Y (0. 9 
SmL) co>t?y-;V (5. OmL) ^r^i&X-?STL. ^ia-C 1 3 B#^ii# L/io RJStl 
'^ii7=S:jft^L. ^;^3^>T'*SL/io ?*a?:v^'nn^ ^5^> (3 OmL) tC^^j|?L. 0 "C 
-eilTfc h U "7 ;v ^ n (4. 6mL) :feJ:r>'truy> (2. 6mL) =S:j[jnx., Sia-C 2 
BtF^ii^t^Lf^o RfDm^%t-r^t3n5^;VA (3 OmL) ^ljnx./co «:l&^n:^<bT > 

) -efliML. Tmm^m^m-r^^mt^m (i. 4 3g) ^mzo 

[0 4 0 2] 

TLC : Rf 0.63 i^uu:^)UA : > : T>'^-T7l<.=8 : 1 : O.i) ; 

IH NMR (DMSO-de) : S 2.63 (t, 2 H), 2.77 (t, 2 H). 2.90 - 2.96 (m, 3 H) , 3.5 
5 (t, 2 H). 3.59 - 3.68 (m. 2 H), 6.71 (d, 2 H). 7.01 (d, 2 H), 8.83 (s, 1 H)o 
mmmiO::^^)^ N- (2- i4- r (3-7jci^;i/ya/-^-2-.-f^;v) 

y :L=.M J^f";v) -N- ( h 7;v:tPT-bf-;v) 

3- (4 Kn^>'7i— ;i/) ^n/sv j^- h <^'ftt> JcltM'E?!! 9 -e^it L 

[0 4 0 3] 

TLC : Rf 0.43 (^^-9-> : S^^j:.^;v=3 : 1) ; 

IH NMR (CDCI3) : 8 2.55 (t. 1.2 H). 2.68 (t, 0.8 H), 2.79 - 2.92 (m, 2 H). 3 
.51 - 3.70 (m. 4 H), 3.67 - 3.70 (m, 3 H), 4.90 (s, 2 H), 6.93 - 7.04 (m, 2 H). 
7.08 - 7.19 (m, 2 H), 7.27 - 7.35 (m, 3 H), 7.39 - 7.47 (m. 2 H)o 

Hjjfe^JlllN- (2- U- r (3 -7 Jl■=^Jl/^7'a^/^'- 2 -^-;V) 

{ ji-f-;v) - B-y^=-y 

10 4 0 4 J 
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^-i^: 64/ 




^^COOH 
H 

[0 4 0 51 

mmi 0 -^mikLfzit^m (3 9mg) <DT h y \^ Yxiyyi^ (ImL) idXXf^f-^f 
(0. 5mL) <^M-^Mtr^?aT'l NTKm'fk:^ > V 'i^ATKW (0. 5mL) «r 

7^- (^'nn*;i/i=. : ^ tJ'y-;^ : ^*^=15 : 1 : 0.5) TttS&L. Tldt>1±'ffl^>ti-^ 
i^M'ffc^tJ (1 8mg) =l:#/v:o 
[0 4 0 61 

TLC : Rf 0.26 (:J^nn5^;i/A : ;>< : ^^=10 : 1 : 0.5) ; 

IH NMR (CD3OD) : 8 2.48 (t. 2 H), 2.95 (t. 2 H). 3.11 - 3.26 (m. 4 H). 4.93 
(s. 2 H), 7.02 (d. 2 H), 7.24 (d, 2 H), 7.27 - 7.35 (m, 3 H), 7.35 - 7.43 (m, 2 
H)o 

m^m 12-12 ( 2 ) 

pf^PW 3- {A-\i.VX2^-y7x.=-)V) -fu^^^ :t.^y<D^t>^\,Zi^^ir^r)^^- 
^jife^Ji 2 : N- [2- (4- I r (2E) -3-7J^^;v•/a^^•-2-J^-;v1 -^^-y 
TLC : Rf 0.28 (^^nn*;vA : ^ ^'V-;!/ : ^^=10 : 1 : 0.5) ; 

IH NMR (CD3OD) : 8 2.52 (t. 2 H). 2.93 (t, 2 H), 3.14 - 3.27 (m. 4 H), 4.69 
(dd. 2 H), 6.43 (dt, 1 H), 6.73 (d, 1 H), 6.96 (d. 2 H). 7.14 - 7.26 (m. 3 H), 7 
.30 (t. 2 H). 7.41 (d. 2 H), 8.32 (s. 1 H)o 

glM^Jl2 (1) : N- (3- 14- r (3 -7 Jl:^;V•7'^^^■- 2 ->f ^Jl/) :t^->] "7 

TLC : Rf 0.31 (i?'nnjj>;vA : p< i5'y-;v : ^^=10: 1 : 0.5) ; 

IH NMR (CD3OD) : S 1.89 - 2.05 (m. 2 H). 2.58 (t. 2 H), 2.67 (t. 2 H), 2.94 

- 3.05 (m, 2 H), 3.17 (t, 2 H) , 4.91 (s, 2 H), 6.98 (d. 2 H), 7.17 (d. 2 H). 7.2 
8 - 7.35 (m, 3 H), 7.35 - 7.42 (m, 2 H)o 

^mmi 2 (2) :N- [3 - (4- )[(2E) - 3 -7 3^^;V7^^/^°- 2 -J^::^JV] 

TLC : Rf 0. 35 {^uu7t-)VA : ^ ^ y - ;i/ : ^'^= 10 : 1 : 0. 5) ; 

IH NMR (CD3OD) : 8 1.83 - 2.06 (m. 2 H). 2.51 (t. 2 H), 2.67 (t, 2 H), 2.92 

- 3.05 (m, 2 H). 3.14 (t. 2 H), 4.68 (dd, 2 H), 6.43 (dt. 1 H), 6.73 (d. 1 H), 6 
.92 (d. 2 H), 7.15 (d. 2 H). 7.19 - 7.26 (m, 1 H), 7.27 - 7.34 (m, 2 H), 7.37 - 
7. 45 (m, 2 H) o 

^ife^J 1 3 : (2E) -2-'>7>/^-3- [4- iZ-y x.:=.)V:fxiii^^'y) 7 

'J l^— h 

4- (3 -7i-;i'7'n^^'» ^vXt;Vt'1: K (2 4 0mg) . T ^ WW.^'J- )^ 
(0. 0 9 4mL) ^iU^i^®?T>>t-'i^-^ (7 4mg) Srri'^L> v-f ^ n '^7 i--/Rg 

M (5 ow^ 1 0 or. 1 o^F^) T. wjit^^^fzo m.m^'kmKyy.^Mz.. 

: f^^jt^;v=2o : 1—7 : 1) xmMh. -fmm\m.^^-t ^mmi\^^m (6 2 9mg) 
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^-'J : 65/ 



[0 4 0 71 

TLC : Rf 0.28 (^^-9-:^ : i^^if-;v=5 : i) ; 

IH NMR (CDCb) : 8 1.39 (t. 3 H), 2.15 (m. 2 H). 2.83 (m, 2 H), 4.04 (t, 2 H 
). 4.37 (q, 2 H), 6.97 (d. 2 H), 7.21 (m. 3 H), 7.29 (m. 2 H). 7.9 9 (d. 2 H). 8 
.17 (s, 1 H)o 

^;<ife^Ji4 2-'>7y-3 - r4- (a -7 j^^;vyp?^ °^y) 

T;V3'^#H^T, 1 0%-&7K^^°9y'i' (2 5 0mg) iCitS'y-;!/ (ImL) 

nmrni 3-^mM\^fz^t^m (6 2 0mg) (DJ^^y-)V (4mL) :feJ:r>' 
i^m^^;!' (4mL) O^S-g-^tgLSriPx.^ tK^S^^. ^iax' 2 ^^ii#L^Co ^iSrl^ 

9 4mg) *#;^^o 
[0 4 0 8] 

TLC : Rf 0.26 : s^m^^;i/=5 : i) ; 

IH NMR (CDCb) : a 1.28 (t, 3 H), 2.10 (m. 2 H), 2.81 (m, 2 H). 3.18 (m. 2 H 
). 3.67 (dd. 1 H). 3.95 (t. 2 H). 4.24 (q. 2 H), 6.85 (d. 2 H), 7.19 (m. 5 H). 7 
.28 (m, 2 H)o 

^^^J15 :3-7^y-2- [4- (3-7ji^;vya»°^v) -/ p/N-:^- 

Tlc^'f b U ^ 'i' A T ;v 5 - "t^ A (13 1mg) tc^TKx h-^H Kn77 V (1 OmL) * 
Jnx.. 1 4 -CiSit Lfc-fb-^J^ ( 2 9 0 m g) OilTKx h7t:Kn77> (15mL 

fzo hm.^m.mi^. -rwM'^m.-^^^^^WiOy^mit^m (2 8 4mg) ^ntzo nhtt 

[0 4 0 91 

TLC : Rf 0.43 (iJ'nns^;VA : y -;V' : T>^ — 77|c=80 I 20 I 4)o 

mmmie : n- ia-i^ ko^->-2- r4- (3 -7 j^-;i/:/p»'^v) 



[0 4 101 

[-fb 1 0 91 




^'^COOH 

[0 4 1 11 

tert-T'f-;!/ N- 13 -VI Kn^i/- 2 - [4- ( 3 - 7 i-;i'-7"n *°^-» 

>v;v3 -fuydM -^-r^-^- b (6 5mg ; 4 - ( 3 -r ^ / 7'ne;v) 
-;KO>ft^3'9 ^-llife^ 1 5-CSSi3gL/c'fk^ti=£rfflv^'C^iS^?fl4 iilwi^o^'f^lfC^-tc: i: 
J:'9s a^L^Co ) <^>?^?nnp( > (3mL) 0 ^-C h V 7 nf^m (3mL 

) *fiTL. MT-2^F^4ifiiL/Co EJ&fl-^tJ^Sriil^tfCo J^^^i/'J 7 A^' 

nvh^^77'f- (^aa;f;;vA:p{i5^y-;v: T>^-T7lc=80 : 20 : 4) fffiiaLf^ 

o #<btL/cffiJft^#=lrJ:--x;WT-^^L. Tlfitl^'fi'Sr^-r ^^S^fb-^^ (3 8mg) ^ 

mzo 

[0 4 121 

TLC : Rf 0.56 (t^^a^-^;i/ : i^m : 7{c=3 : i : i) ; 

IH NMR (DMSO-de) : 5 1.86 (m, IH). 1.99 (m, 2 H). 2.18 (t, 2 H), 2.59 (m. 1 
H), 2.71 (m. 3 H). 2.80 (t, 2 H). 3.37 (m. 4 H). 3.91 (t. 2 H). 6.83 (d, 2 H), 
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^-y: 66/ 



7.09 (d. 2 H), 7.23 (m, 5 H)o 

^M^J 1 7 : T / [4- (3 -7 Jc-jl/T'D^^y) y s.:=.}V'\ T-br- h 

te7lcvi5'Dn^ ^ > (3mL) KOr:-^^ 9 yf- V y ^ V 'i'n^^'y Y (0. 0 7 4m 
L) :fe<tt;^4- (3 — ;V7'n!K^v') -^>XT;Vr'li K (3 0 0mg) OSiTfci^^ 
nn^tiJ^y (3mL) i r>" h 'J ^ v 'J ;V v7^ K (0. 3 3mL) 

TL, ^za-e— HA«#L/io S:iiSrl^t/t;Ot:-Cl N^m (3mL) ^riDx.. ^za-C6. 

4mL) ;fc iti^'lfU v:^ (0. 2 0 mL) ^JUl^iSTL. Bfe^^Ls RfD^l-g-i^ 

1) -CfflSaL. T»14^1=Sr^i-*^M<b'^iiJ (1 6 0mg) Sr#7to 
[0 4 13] 

TLC : Rf 0.30 : S^m^f-;v=5 : i) ; 

IH NMR (CDCh) : d 2.05 - 2.20 (m. 5 H), 2.81 (t, 2 H), 3.98 (t, 2 H), 6.35 
(s, 1 H), 6.93 (d, 2 H), 7.16 - 7.24 (m. 3 H), 7.27 - 7.34 (m, 2 H). 7.44 (d, 2 

H)o 

HjjfeM 1 8 : 3 Kn^j/- 3 - [4- ( 3 - 7 j^-;V7°n 4^°^ v) ■7^->'i/1 -fu;^ 

|tt7jcx f ^ H K n -7 7 > (14mL) (C- 7 8 'CT'n-'r^;wU -^^A (0. 9 4mL 
; 1. 6M^^-i?->^Tet) :fei?/SS7K.T-fe h V (0. 0 8 2mL) =l:Jl|I^I>C?iTL. 
3 O^^ii^f^. -7 8t:-t?4- (3 -•7i^;V7'n*°:^v') ^>XT;VT't K (3 0 0m 
g) (omT^TVyy^Yuyyv (3mL) ?#?£^TiTL^^o ^/Srl-^tJ^SrEiaX' 1 BtP^ti 

mmk. ^w.-f^^t\,zx.y). -rwM^m.-^^-t ^mmit^m (2 3 8mg) -^m^o 

10 4 14] 

TLC : Rf 0.52 {^^-^y \ i^^j^^;i/=i : 1) ; 

IH NMR (CDCh) '.8 2.11 (m, 2 H). 2.18 (d, 1 H). 2.76 (m. 4 H). 3.97 (t. 2 H 
), 5.00 (td. 1 H), 6.91 (d, 2 H), 7.20 (m, 3 H). 7.30 (m, 4 H)o 

19-19 ( 1 ) 




v^-C> HM^ai 1 5 ^HMM 4 ^Hi&^J 1 1 i: iBl^tO^f^ CI i: J: I) , mTO-fb 

^]Sfei^l9:N- {2-11 Kndri/-2- [4- ( 3 - 7 ^;V/a ^i^^ 7jc^;1/] 
■ - B- Ty h ■j- > U 7 

TLC : Rf 0.55 (StM^-f-;v : : 7K.=3 : 1 : 1) ; 

IH NMR (CD3OD) : 8 2.00 - 2.10 (m, 2 H), 2.38 (t, 2 H). 2.68 - 2.90 (m, 6 H) 
. 3.94 (t, 2 H), 4.70 (dd. 1 H). 6.86 (d, 2 H), 7. 12 - 7.28 (m, 7 H)o 
IIMM19 (1) : N- l3-i^Kn^y-3- [4- (3 -7 ji-;i/7°n.i€^~» y a. 
^jW] T'nbrjv-l - B - T y ^> 

TLC : Rf 0.48 : t^i? : 7K=3 : 1 : 1) ; 

IH NMR (CD3OD) : S 1.98 - 2.10 (m, 4 H). 2.48 (t, 2 H), 2.78 (t. 2 H), 3.04 
- 3.20 (m, 4 H), 3.94 (t, 2 H), 4.78 (t, 1 H), 6.89 (d, 2 H), 7.12 - 7.31 (m. 7 

H)o 

^MM2 0:i - [4- (3 -73^-;v^a4^°^-» 7j^-;v1 -/n/i- 2 - 1 - 



4- (3 -7a^-;v:/'n:a^^-» ^:/XT;V"7'fc K ( l 0 . 4 g) (^MtKt^ b 7 h Kn- 
77> (lOOmL) 0 'C-e7'n^ (e^;v) •r^^.-yyAoyf- b 7 t Kn7^?# 

IS (14%. c. a. IM) =^inx.. 1 5^^^i#L/io RlSrl^t»«:?^l&fn;^'fbTV^ 
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- (✓^iir-ij-^ : ®^mj:.^;i/=2o 1 1-*3 1 1) "Ciitsat^ ytzm^m.^^'t^umit^m ( 

10. 0 1 g) ^%tzo 
[0 4 151 

TLC : Rf 0.24 {^^■^y \ f^m^-^;v=4 : 1) ; 

IH NMR (CDCh) : S 1.85 (d, 1 H), 2.04 - 2.17 (m. 2 H). 2.81 (t. 2 H), 3.96 
(t. 2 H). 5.14 - 5.21 (m, 2 H), 5.34 (dt, 1 H), 6.05 (ddd. 1 H), 6.88 (d, 2 H). 
7.16 - 7.23 (m, 3 H). 7.25 - 7.32 (m. 4 H)o 

O'Cm.^X^fzit^m (a. O g> <^)v^'anp(^> (5 0mL) -^i^lrwMja-e 
m-^'nndi^,t#M (7. 6 7 g ; mCPBA) =S:inx.. 4 NpF^tt^Ui^Co ^S?!^!^ 



: 1-2 : 1) x-muL. Tmmn.m'ty^i-^mmi\:^m (i . 9 6 g) ^nfzo 

[0 4 161 

TLC : Rf 0.29 C^^-if^ : i^m-3^f->'V'=2 : i) ; 

IH NMR (CDCh) : 8 2.06 - 2.15 (m. 2 H), 2.23 (d. 0.5 H). 2.76 - 2.89 (m, 3. 
5 H). 2.98 (dd. 0.5 H). 3.17 - 3.27 (m, 1 H), 3.97 (t. 2 H). 4.43 (t, 0.5 H). 4. 
89 (d, 0.5 H). 6.87 - 6.93 (m. 2 H), 7.16 - 7.24 (m, 3 H). 7.26 - 7.36 (m, 4 H) 

'kmm2 2:N- 12. 3 -i^ii KP^->- 3 - [4- ( 3 - 7 j^^;v7^p »°^-» 

[0 4 171 

1 01 




[0 4 181 

yj-T^-V (5 5 Omg) 02. 5 NTK^'fb'^- b U AtK^?^ ( 2 . 2mL)lC^?a 
X^mm 2 I XU^^^tzit^m (3 5 0mg) (7)2 -"/n^NV -;V (2. 2mL) 
fiTL. 5 0'C-e2^r^^t#L7to RiEm-^tr^ifcJ^f*:. O-C-ClNmm (5. 5mL) 
4:Snx., ^SILfco 3^^=l:v"J * * 7 n biJ'*^^^ - (i5^nn*;VA : ^ J 
-;v : 7>'^^T7K=80 : 20 : 4) T'^ii^L. -rU^'^m.'^^-f ^Umit^m (3 13m 

g) =Sr#/wo 
[0 4 191 

TLC : Rf 0.16 (^'nn;^;^^ : ;>{ I T>^-T7K=80 : 40 : 4) ; 

IH NMR (CD3OD) : 8 2.01 - 2.10 (m, 2 H). 2.42 - 2.51 (m, 2 H) . 2.78 (t, 2 H) 
. 2.85 - 3.18 (m. 4 H), 3.84 - 3.97 (m. 3 H). 4.52 (d, 0.5 H), 4.59 (d, 0.5 H). 
6.88 - 6.92 (m, 2 H), 7.11 - 7.26 (m. 5 H), 7.26 - 7.34 (m, 2 H)o 
ll]Sfe^2 3:N- 12 -1^ Fn^->- 3 - [4- (3 -7 j:.^;l^7^n.i<^~» 
-fu}dM - B-Ty^-y 
[0 4 2 01 
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^-v^ : 68/ 



Hbl 1 1] 




[0 4 2 11 
[0 4 2 2 1 

TLC : Rf 0.19 (^^nn.i>;i/A : ^ : T>'^-T7K=80 : 20 : 4) ; 

IH NMR (CDaOD) : 8 2.00 - 2.10 (m. 2 H), 2.46 (t, 2 H). 2.66 - 2.90 (m, 5 H) 

, 2.99 - 3.19 (m, 3 H). 3.92 (t. 2 H). 3.96 - 4.04 (m. 1 H). 6.84 (d, 2 H). 7.11 
- 7.29 (m, 7 H)o 

^M^J2 4:N- ( t e r t K^'>:»JV4^'-;i^) -N- [3- ( 4 - F p ^ '> 7 ji 

[0 4 2 3] 
[^fb 1 1 2 1 

CH3 

>CH3 




HO^ ^ OyfQ 

[0 4 2 4] 

V ^ir ffl -c. 1 5 -*mmm 4 5 -*mMm 1 it mm<omi^ i^#-r ^ 

[0 4 2 5] 

TLC : Rf 0.40 ('N^-y-^ : t^^ji^;v = i : 3) ; 

IH NMR (CDCI3) : S 1.45 (s, 9 H), 1.81 (m, 2 H). 2.52 (t, 2 H). 2.61 (t. 2 H 
). 3.22 (m, 2 H), 3.47 (t, 2 H), 6.76 (d, 2 H), 7.02 (d. 2 H)o 
;jife^J2 5:N- r3- (4 -t:^ Kp^'>7ji^;V) yatf;Vl -ig-Tv-> 




>-^COOH 
• HCl 

[0 4 2 7] 

6 T-mit LT^c^b'^J^^^'ft^ 19 2 4 -emit Lfw^b-^tJ^trfflv^T. 7 

[0 4 2 8] 

TLC : Rf 0.69 : 7K=3 : 1 : 1) ; 

IH NMR (CD3OD) : S 1.95 (m, 2 H), 2.62 (t, 2 H), 2.72 (t. 2 H). 3.00 (m. 2 H 
). 3.24 (t. 2 H), 6.71 (d, 2 H), 7.03 (d, 2 H)o 
;M^2 6 : N- [2- (4- 12- r4- (^>v;w^^v) 7j^-JV1 -x-h ^vl 7 

- B-T^=-y h U 7 ;i/ :t P il^j^ 

[0 4 2 9] 
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^-v^: 69/ 




^^COOH 
H 

• CF3COOH 

10 4 3 01 

(XSA) Wang^JIt (T JV:=fV - h ^ n-:;-ttm;Cat No. 800296) ( 1. 0 6 
mmo l/g. 10. 6g, 11. 2mmo 1 ) Ov^r^ nn> ^> ( 1 0 0 mL) f^MW. 

7 8 "C-CN, N-y^f V 7°n t:;i'^^;VT (17. 4mL;i00 mm o 1) =Sr 
Jinx.^ T^'U^l'^^'nU K (4. 0 6mL;50mmol) ^rinx.> ^ia-e— BfeM^ 9 L 
ytio i§i^*?2l5l^*t. #e,tLf«:^||^v^'nn^iS'>'-r'4lil^^f^^ Ti^VV-b^JSt 

(10. 9 g) -^ntzo 

(XSB) T^'}V-Ymm (1. 5 g) i-^iaT4- (2-T^y:i-f->'V) -7^7-;^ 
(2 0 mmo 1) ON-^ tf n U K> (2 0mL) ^fet^rUDx.. ^ia-C— ^^i: 9 U 

(1. 7 8g. 1. 2mmo 1/g) ^#fCo 
(XSC) -7 jc y ~ ;i^#Jit (5 Omg. 0.0 6 Ommo 1 ) \zW^-^2 - [4 - (^> 
v;^:^-^^^) y^^-J'u] y -;v (0. 3 Ommo 1 ) ^J!jP;i> rl-^^^R ( 1 mL ; v 
nD> ^ V : ftfcTlCT- h V t Kn-77 ;x = i : 1) *lJPx.> h y-n-T/f-^^'-^T.^^ > ( 
0. 3 Ommo 1) -^Imk. 1. 1' -Ty'lfT. (N, N-~:^^^;V'i^;i'AT 5 K) (0 
. 3 Ommo 1) =Srjjnx.. mMrri—^mtn \.fZo W^r^itL, ii-^^ift (vi^nn^ 

: X h 9li FD"7v> = l : 1) ■e3lll^ v^J^ nn^ ^ >-e3 13. ^ ^ ^ 4 
ti-^^ift (y^nn^ ^ > : p{ ^y-;v=3 : 1) -e2lll. is J;t>'y^ nn> ^ :^-e3 0^ 
^t^. hU^jv^rnf^^ (0. 5mL) i3 J; O^v^ ^ n n ^ iJ' (0. 5mL) =£:inx> ^ 
ia-e4^^Mt d L/Co ^Ji&=Sr^SlJL. v^iJ' n n ^ >-c 4 llI?5fe^^^ ;5)!i^=lr2ftMi-'2> C: 

[0 4 3 1] 

HPLC^S#B#K (:9*) : 3.67 ; MS (m/z) : 839 (2M + H)\ 420 (M + H)*o 
[0 4 3 2] 

[0 4 3 3] 

\^fziJ'7 2^ : Xterra'^ ^ MS Cis 5 urn, 4.6 x 50mm I.D. 
^mhfzm^ :3ml /min 

m : 0.1% h u •7;v;a-ni^M7ic-;#TS: 

W ti-^itS =^ 0/ 100 it m6<j ^ X. 7^; o <0 tfeO. 5^ AflSt BWi(Dm'^it * 0/ 100 © ^ L 
fzo 't<r>m. Ol^m X-AWL t B^OU^it * 95/5 K^^fzo 

^mm 2 6 (1) -mmm 2 e (244) 

4- (2 -T^ y y j^y' -)Vttzii't(Djti^^izmm-t^m^i^. 

IIM^J2 6 (1) : N- {2- [4- (2-7Ji>>^->J^h^'» ^^n-JV-l - 

HPLC##B#F^ (55-) : 3.34 ; MS (m/z) : 659 (2M + H)\ 330 (M + H) + . 266o 
^ife^2 6 (2) : N- \2- \A- iZ-y x.-)Vfuiir°^V) •7^^JVl - 
B-Tv~^y V y 7 ;V P I'^^:^ 

HPLC«#Nf^ (^) : 3.48 ; MS (m/z) : 655 (2M + H)*. 328 (M + H)*o 

miE# 2004-3083062 



mm. 2 0 0 4- 1 6 9 9 5 8 ^--J : 70/ 

■MM2 6 (3) : N- 12- [4- ( 4 - 7 h ^ v) - ;g 



HPLCi5^#B#F^ (:^) : 3.58 ; MS (m/z) : 683 (2M + H)*, 342 (M + H)*o 
■MM 2 6 (4) :N- (2- 14- r4-(4-^ h -> ^ ;V) ^h^v] 

HPLCi^^^FBl : 3.54 ; MS (m/z) : 743 (2M + H)*, 372 (M + H)*o 

^jSfe^J2 6 (5) : N- (2- 14- [2- (^>i;;v;^;i/7 7-;v) J^h#->1 7^^^=^ 

miL^nnm (^3-) : 3.48 ; MS (m/z) : 719 (2M + H)*. 360 (M + H)*o 

^mm2 & (6) : N- 12- [4- x.^ ^i/-fU7^^-y) 7j^^;1/] 

HPLC^^#B#Fb^ (^9-) : 3.45 ; MS (m/z) : 687 (2M + H)*. 344 (M + H)*o 

IIM-giJ2 6 (7) : N- 12- [4- (-> □^^->;v^ h 7j^^ji/1 Ji-f-;vt - 

WlL^nn^ i^) : 3. 56; MS (m/z) : 611 (2M + H)*, 306 (M + H)+o 
^jife^J2 6 (8) :N- (2- 14- [2- (2. 4 -y7;l/^P7 j.-;V) 

7ji^;v{ -ig-T7^> h y 7;i^:tai^^j^ 

HPLClS^if B#F^ (^) : 3.46 ; MS (m/z) : 699 (2M + H)\ 350 (M + H)*o 
^M^2 6 (9) : N- (2- {4- [ (3 -7 ^v^>-v;V) :t^v1 7x::^;V| 

j-f-;v) - B-Tv — y Y^) y jv-^uw^wlM. 

HPLCiS#B#F^ (^) : 3. 62; MS (m/z) : 783 (2M + H)*. 392 (M + H)% 
^ife^2 6 (10) : N- i2- r4- (2 -'>;^P^^v;VJ^>^'» 7j^^;v1 J^'^ 
;v| - B-Ty-y h 'J 7 :t af^^j^ 

HPLCii^^^ (:»-) : 3.64 ; MS (m/z) : 639 (2M + H)''. 320 (M + H)^o 

^mm2 & (11) : N- \2- [4- (^;>^y;v:t^'» 7j^~;v] -b-T 

y=.y h 'J 7 ;v oB^m 

HPLC#^fB#ra (^) : 3. 34; MS (m/z) : 599 (2M + H)*, 300 (M + H)% 
mm.m2 6 C12) :N- 12 - [4 - (2-7.x::^;i/J.h^'» 7x^;Vl Ji'f-jVt - 
B-Ty=-y hV7;V:ta§^^^ 

HPLC-K^B^K (^) : 3.41 ;MS (m/z) : 627 (2M + H)*, 314 (M + H)*o 
jlM^J2 6 (13) :N- )2- [4- (3. Z - V :^^)Vf V ^"y) 7.x-;i^1 

\ -B-Ty=-y y^)y)v-tumm.^ 

HPLC^^^^K (^) : 3.51 ; MS (m/z) : 587 (2M + H)*. 294 (M + H)*o 
1^mm2 & (14) : N- )2- [4- (3 - V n^^'>;V7'p.i^°^-» 7x^;i/1 

■^jwl - B-Ty ='y Y'^) y )\/-jirximWM 
HPLC^^#B#F^ (^) : 3. 77; MS (m/z) : 667 (2M + H)*, 334 (M + H)*o 
;M-glj2 6 (15) : N- (2- 14- r (4- t e r t -7'-^;i/^>yjV) :j-^'>] 7 

■i.-f-;!/) -/3-77 — > h 'J 7 ;v n g^Mj^ 
WlL^^mm m : 3.50 ; MS (m/z) : 711 (2M + H)\ 356 (M + H)*o 
;ife^J2 6 (16) : N- (2- 14- r (4 -v^n^drv;!/^:/':;;!/) it^vl 7x 

WlXUnm^ {^) : 3.65 ; MS (m/z) : 763 (2M + H)*, 382 (M + H)*o 

;;^-giJ2 6 (17) : N- i3- [4- (2 -7x^;vj^ b 7x-;H fn^M 

- B-Ty=-y h U 7 ;V :t g 
miL^mn^ i^) : 3.39 ; MS (m/z) : 655 (2M + H)*, 328 (M + H)*o 

m.mm2 6 (is) :n- O- I4- {2- (2-pt-^;t/7x^;i/) 7x^ 
;v} ypif;v) -B-Ty=-y Y ^) y )V txmWM 

HPLC^*3#NfH (:9-) : 3.46 ; MS (m/z) : 683 (2M + H)% 342 (M + H)*o 
mMm2 6 (19) :n- (3- 14- \2 - (3 - ^•f-;v7x^;v) J^>^->1 7x^ 
;i/t 7'Ptfji/) - B-Ty=^y h 'J 7 ;v :r P ifeMj^ 

thiE# 2004-3083062 
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^--J : 71/ 



HPLC'Kit^P^ : 3.47 ; MS (m/z) : 683 (2M + H)*, 342 (M + H)*o 

■Mm2 6 (20) :N- (3- 14 - [2 - ( A - ^ ^ )Vy J^h^Vl 

mL^nnm : 3.48 ;MS (m/z) : 683 (2M + H)*, 342 (M + H)*o 

mmm2& (21) :N- l3 - [4- {^yV)Vi!r^'y) •7x.=.M -fxxylM -B- 

HPLC#^^H {^) : 3.30 ; MS (m/z) : 627 (2M + H)\ 314 (M + H)*o 
^jife^J2 6 (22) :N-(4-|2-[4- (^y-J}Vt^~y) 7j:^JV1 J^h^'>t 

HPLC^^BtF^ : 3.56 ; MS (m/z) : 406 (M + H)% 

MiM2 6 (2 3) : N- [4- ( 2 - 7 y ^->.x h ^y) ^y-J)V^ -3-Ty^y 
HPLC^#P#K (^) : 3. 22; MS (m/z) : 316 (M + H)*, 227o 

mmze (24) :n- 14 - [2- (^^y;i/:t^y) ^yjM -b- 

WPUC^W^^m (^) : 3.21 ;MS (m/z) : 330 (M + H)*. 241o 

:jife^2 6 (2 5) : N- [4- (3 -7 ji^JV:^P^#'» ^>>^;H -B-Ty^y 
h U 7;i/^ nE^M:^ 

Y{Pl£^WW (^) : 3. 35; MS (m/z) : 314 (M + H)\ 225o 

Mm2 6 (2 6) : N- r4- ( 4 - 7 x -;l/7' h ^>v;w1 -B-Ty^y 
V U 7;i^:failM^ 

HPLCi^^^r^ (^3-) : 3.43; MS (m/z) : 328 (M + H)% 239o 

m.mm2 6 (27) : N- 14- r (5-7j^^;v^>f-;v) ;j-^'>1 ^y-JM -B- 

Ty:=-y h U 7;i/:t P§fel^:^ 

HPLC^#B#Fb1 m : 3. 54; MS (m/z) : 342 (M + H)*. 253o 
^jifeM2 6 (2 8) : N- [4 - (2 2 - jg-T 

hy7;v^pefeM:^ 

HPLC##^Fig (^9-) : 3.21 ;MS (m/z) : 306 (M + H)*. 217o 
^M^2 6 (29) :N- i4 - \2 - (^> v;vx;V7 7 -JV) J^h^vl ^yi^M 
-B-T'y^-y Y^}yJ\/'^u-^mM. 

WlZ^Wm^ : 3. 33; MS (Vz) : 346 (M + H)*. 151o 

^MM2 6 (3 0) : N- )4- [ {&-y 3.=-)V^^=y)V) :t^'>1 ^>>^;vl -/?- 
Ty=-y h U 7;v:tPi^^;^ ' 

HPLC^^^Bf^l (^) : 3.61 ;MS (m/z) : 356 (M + H)% 
mMm2e> (31) : N- \A - \Z - (.^yV)V:^^-y) yn>K^'>1 ^yVM -B 

-Ty — y > y 7 JV :t P HM:^ 
HPLCi^^^^ (^) : 3.28; MS (m/z) : 344 (M + H)*, 255o 

m.m.m2e (32) : N- |4- r (7-7jL^;V^7'f-;V) :j-^->] ^>y;vi -b- 

r'7=-y Y ^) y uw^^ 

HPLC^^Nf^^ (^) : 3. 72; MS (m/z) : 370 (M + H)*o 
mmm2^ (3 3) : N- [4- (3 -7^y ^v^P?^?^v) -g-T7^ 
> h U 7 ;V :t P I^^j^ 

^UZ^nWn (^) : 3. 32; MS (m/z) : 330 (M + H)*, 241o 

^Mfll2 6 (3 4) : N- 14- [ (9-7j^^;i/y~;l^) ;f^'>1 ^>^v>"^t -B-r 
'jzi.y >U7;V:^pf^^m 

HPLCi^^^^F^ (^) : 3.91 ; MS (m/z) : 398 (M + H)*. 309o 

mMm2^ (3 5) : N- 14- r (8-7x^;i/:^^^;v) ^^y;vl -j3- 

HPLC'{I^^B#Fb1 (^) : 3. 82; MS (m/z) : 384 (M + H)\ 295o 

;M^2 6 (3 6) IN- [4- ('>^p^^->;v^ h^->) ^yvs^^'l -B-T^^y 
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^--J : 72/ 



YiPhC^nWrn (^) : 3.41 ;MS (m/z) : 292 (M + H)*. 203o 

mm2 6 (3 7) : N- [4- (2-'>^P^>'-^;VJ-h^y) ^Vv^^Vl -i8-79 

HPLC^^BtF^ (^) : 3.41 ;MS (m/z) : 292 (M + H)\ 203o 
mmm2 6 (3 8) :N- (4- i [5- ^^vl ^>v 

WLC^Wmm m : 3.43; MS (m/z) : 372 (M + H)\ 283o 

^jife^ 2 6 (3 9) : N- 14- [4- (^>v^;v^^y) •:rY^i/^ ^yVM -b- 

HPLCi5^^^|l3 (^) : 3.36; MS (m/z) : 358 (M + H)\ 269o 
mMm2& (4 0) : N- 14- [ {Z-y olJ ^^y^yV)V) ^>v;vl -g 

-r^-y V ^) y 

WLC^Wnm (^) : 3.48; MS (m/z) : 378 (M + H)\ 289o 
^Mf0 2 6 (4 1 ) :N- [4- (2 -v^P^^vJVJ^>^-» ^>vJVl -B-Ty 
^> m -7 ;i/ :t P g^M:^ 

HPLCi^#B#r^ (^) : 3. 50; MS (m/z) : 306 (M + H)*. 217o 

;MM2 6 (4 2) :N- (4 --/h^i/^vyjV) -i8-77-> hU7;V:tPl^M 



HPLC^^B^r^ (^) : 3. 15; MS (m/z) : 252 (M + H)*. 163o 

feM2 6 (4 3) IN- [4- ('>j^P^>f-;V;>< - /? - 7 ^ - > 

h u 7;v^Piimi^ 

HPLCi^^BtFel (:g>) : 3.31 ; MS (m/z) : 278 (M + H)\ 189o 

mmze (4 4) :N- [4- {^yV)V^^'y) ^yV)V^ -B-r^y-y >U7 

WPhCUWnm (^) : 3. 18; MS (m/z) : 286 (M + H)*, 197o 

IIM^2 6 (4 5) :n- [4- (2-7 jL-;V.3^h^v) ^yi/)V} -6-Ty^y 
V V y )i^t'o^¥M^ 

WLC^nWm (^) : 3. 26; MS (m/z) : 300 (M + H)*. 211o 

^jife^J2 6 (4 6) : N- (4 --f h ^'>^>v;v) -e-Ty^-y Y')y)i^t^ 

WPl£^W^m i») : 3. 17; MS (m/z) : 252 (M + H)*, 163o 

^M^2 6 (4 7) IN- 14- [ (4 -^f-;v-^>f-;v) t^i^l ^>v;vl -B-r 

WiZ^WWm (^) : 3.38; MS (m/z) : 280 (M + H)*. 191o 
^M^J2 6 (4 8) IN- [4- (3. 3 - h ^y-J)V^ - B -T y =- 

■ y b 'J 7 :j- P ife^j^ 

HPLC##B#F^ m : 3.34; MS (m/z) : 280 (M + H)\ 191o 

^jife^2 6 (4 9) IN- )4- [ (2-7^pe;v^>'^;v) t^'y^ ^yV}i^\ -b- 

Ty=-y h V 7 ;v :t P Ife^:^ 

liPUC^W^m (^) : 3.59; MS (m/z) : 308 (M + H)*, 219o 

^M^J2 6 ( 5 0) IN- [4- (3 - P^^yJl^T'P^^'^v) ^>-v;v1 -B-T 
yzLy ]^^) y )Vtti 



W\£^nm^ m : 3.61 ; MS (m/z) : 320(M + H)\ 231o 

Mm2 6 (5 1) IN- [4- (^>'^;V^^v) ^^v;^! -^-77-> hU7 
;V :t P i^^:^ 

HPLC-f^^t^r^ m : 3.29 ;MS (m/z) : 266 (M + H)*. 177o 
glifegfl2 6 (5 2) IN- [4- (^^'>;i^:t^y) ^>V)V^ -B-Ty=-y > U 7 

HPLC4*#^W (^) : 3.40; MS (m/z) : 280 (M + H) + . 191o 

thfE# 2004-3083062 



#® 2 0 0 4- 1 6 9 9 5 8 ^-V: 73/ 

■mm2e (53) : n- [4- (^^^;v:j-^y) -3-Ty=-y V')y 

liPl£M.W^m (5-) : 3. 50 IMS (m/z) : 294 (M + H)*, 205o 
mmM2 6 (5 4) : N- [4- -^-77-> V U -7 

HPLC#^^F^ : 3. 62; MS (m/z) : 308 (M + H)\ 219o 

mmmzQ (55) : n- i4- c (4-:^pn^:^y;w) :^^vi ^v'vji/i -b-t 

HPLCiSitB#F^ (^) : 3.32; MS (m/z) : 320 (M + H)\ 231o 
^mm2 6 (5 6 ) : N- [3 - (4- 12 - [4- (^>y;V:t^'» ^j^:^;^] h 
it~y\ 7j^-;v) 7°ai^;w] -B-Tv — y Y ^) V }\y ^ u^WM. 

HPLC^ifB#F^ (^) : 3.60 ; MS (m/z) : 434 (M + H)\ 219o 

^:Sfe^J2 6 (57) :n- 13 - [4 - (2-7jiy^v3iV^v) y:r.=.^'^ -fuy^yv 

\ -B-Ty=-y h U 7 ;w ^ P i^^:^ 
WlL^W^m (^) : 3.33 ;MS (m/z) : 344 (M + H)*o 

^iifa^2 6 (5 8) : N- (3- 14- \2- (^:/v;v^^'» j^h^v] 

7"nt:f;i^) -B-7y=-'y h V 7 ;i/ :j- n j^; 



HPLC1^#^^ (^) : 3.31 ;MS (m/z) : 358 (M + H)*o 

:jifegll2 6 (5 9) : N- l3- [4- ( 3 - 7 x ^;V7'n -/Pb'^V 
I -B-T7=-y y^-7}\/i!ruWmM. 

YSlLW^^n {^) : 3.45 ;MS (m/z) : 342 (M + H)% 
^M0II2 6 (6 0) : N- 13- [4- (2-f-J:->-2-W;l-j:-h^'» 7a^-;l^1 7^ 
n t:°;i/t - B-T'7 — > >'J7JV:t nf^^:^ 

HPLClS^#ft^ (^5-) : 3.34; MS (m/z) : 334 (M + H)*o 
^M-giJ2 6 (6 1) :n- (3- 14- \2- (^> v;v;^;v7 T ^;w) j:.V^v1 7j^ 
::i;vt •7'pti°;v) -B-T^~y h U 7 p f^m^ 

HPLCi^#B#F^ (^) : 3.44; MS (m/z) : 374 (M + H)*o 
lljife^J 2 6 (6 2 ) : N- (3- U- [3- P ^~y) 7'p^^->1 7jl^;V 

lPl£UWnm m : 3.38 ; MS (m/z) : 372 (M + H)*o 
^jife^2 6 (6 3) :N- 13- [4- (3 -7j^7^'>yP^-^°^'» y ^P if 

;vt -B-T^^y h u 7;v:tPi^^j^ 

HPLCi*#^M (^) : 3.42 ; MS (m/z) : 358 (M + H)*o 
^jife^J2 6 (6 4) : N- (3- 14- r ( 9 - 7 3^^;!/^ ^ JV) 7j^^;V| 7" 

p tf ;v-) - B-Ty=-> h 'J 7 P-I^^j^ 

HPLC^^^^K (^) : 4. 00; MS (m/z) : 426 (M + H)*o 
^jife^2 6 (6 5) :n- (3- 14- [ (S-yjL=-}\^ti^^)^) t^i^} y^^^M 
ypbf;v) -B-ry — y b U 7 ;v :t P I^^j^ 

HPLC45fe#NF^ (^) : 3.93 ; MS (m/z) : 412 (M + H)*o 

mMm2 6 (66) :n- 13 - [4- (y p^^->;v-^ h ^v) 7x-;v1 •/pfc:°;v 

1 -$-Ty~y fV7;V^Pl^^:^ 

HPLC-f^it^^ (:9-) : 3. 55; MS (m/z) : 320 (M + H)\ 219o 
^M^J2 6 (6 7) : N- 13- [4- (2 -'>^ P^>'f-;VJ^ V ^ v) y:^=^)^^ zfu 
tf;V| - B-T7=-y hV7;l/^Plfe^:^ 

HPLC^^t^K (^) : 3.53 ; MS (m/z) : 320 (M + H)*o 
^jfeM2 6 (68) :N- [3 - (4- 1 [5- (^>-y;V:t^y) 
7ji^;V) T'PfcTjVl -g-y^ — ^' h U 7;V:tPi^M:^ 

HPLCiSif^K (^) : 3.53 ; MS (m/z) : 400 (M + H)+o 
^jte^J2 6 (69) :N- (3- 14 - r4 - (^>yJV:j-^'» ^h^->1 7 3^-JV} 

•/Pb:°;v) - 8-^7 =-y h U 7 ;v :t p I^M:^ 

ffilEilf 2 004-3083062 
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HPLC't^^^^P^ (^) ! 3. 45; MS (m/z) : 386 (M + H)*o 

;jife^J2 6 (7 0) : N- (3- |4- r O-y^y^-y^-yV)^) ^^->1 -7^.-;^ 

HPLCi5^#NF^ (^) : 3.58 IMS (m/z) : 406 (M + H)*. 219o 

^MJ2 6 (7 1) : N- Is- [4- (2 -->^p^^'>;vj^ t'p 

HPLC^#BtF^ : 3. 60; MS (m/z) : 334 (M + H)\ 219o 

^MJ2 6 (7 2) : N- 13- [4- ('> P^>^;t/p< h -T'PfaTjV 

WUZ^nnm (^) : 3.44 ; MS (m/z) : 306 (M + H)*o 

^M^J 2 6 ( 7 3) : N- [3- {A -4 VfY ^j/y :x.=.)V) :fu\£)V^ -B-Ty^ 

y h U 7;V:tPl^M:^ 

HPLC'{I^#B#^ (^) : 3.31 ;MS (m/z) : 280 (M + H)*o 
^M^J2 6 (74) :N- (3- }4 - [ (4 -ji^)V^y^)V) ^^v] 
Ptf;l/) - B-T^ — y h U 7 Jl/ P W^M:^ 

HPLCiS^^H (^) : 3.51 ;MS (m/z) : 308 (M + H)*o 
^jife^2 6 (7 5) : N- 13- [4- ( 3 . 3 -i^;'^ ^;V7' > ^ v) 7ji:=-;v1 :/p 1^ 

;i/t -B-'r^=-y h u 7jw^pifeai^ 

HPLC##^^ (:9-) : 3.49 ; MS (m/z) : 308 (M + H)*o 
#ite^2 6 (7 6) : N- (3- 14- [ ( 2 - "/p >^;i/) 7j:^;vt 
T'Pll';^) -;8-7-7->^ h 7 :^ P HM;^ 

HPLC'^^^K (:^) : 3.71 ; MS (m/z) : 336 (M + H)*o 
^Mi^2 6 (7 7) : N- l3- [4- ( 3 -'>^ P^^'>;t^7'P^i^°^y) 7ji-;v1 -f 

XlMM -B-Tv=-y h u 7;v:j-pg^^^ 

HPLCI^^f^F^ {9s-) : 3.75 ;MS (m/z) : 348 (M + H)*o 

^M#!12 6 (78) :N- (3- |4- \ ( 4 - ^ P p^ v;V) ^^vl V ^=-M 

pbr;i^) -B-r^ — y j\^-^xiwmM. 

WWSkWi^^ (^) : 3.42; MS (m/z) : 350, 348 (M + H)*o 
^mM2 6 (79) :N-(3- 14- [2 - (4-tert -y^;l^7 j.-;1/) 
y1 7j^^;V| yPtf;^) -i8-T7^> h U 7 ;W :t P B^:^ 

HPLCi^^^^ (^) : 3.69 ; MS (m/z) : 384 (M + H)*o 
^]Sfef^2 6 (8 0) : N- (3- 14- [2- (2--j-7-^;V) J.h^'>1 7j^^JV| :^ 
Pt:°;v) - B-T y =-y h U 7 ;v :t p ff^M:^ 

HPLC1^#B#Pb^ (^) : 3.56 ;MS (m/z) : 378 (M + H)*o 
^M^J2 6 (8 1) : N- 13—14- (7''>;V:»#'» 7-j^-^;V1 7^Pli°;i^l -B-r 
y=.y h U 7 ;i/ p SIMm 

HPLC^^BtF^ (^) : 3.99 ; MS (m/z) : 364 (M + H)*o 
^M^2 6 (82) :N- 12 - r4 - (2--^J.>^-2-^;VJ.h^y) 7j.^;v1 J- 

f-;v| -ig-77-> h 7;v:tPi^^j^ 

HPLC1^#B#Fb1 (:9-) : 3. 27; MS (m/z) : 320 (M + H) + o 

m\2e> (8 3) : N- (2- 14- r (6 -7^^;v^^'>;v) y x.=-M 

• ^;V) -)g-T7 — > h 'J 7 ;V :^ P g^M:^ 
mUM^^Wi (^) : 3. 67; MS (m/z) : 370 (M + H)\ 219o 
;M^J2 6 (8 4) : N- (2- 14- [3- (^>yjV:t^'» 7'PsK^'>'l 7 

\ jL^jv) ~B-Ty=-y h U 7;v:=i-Pi^MJ^ 
HPLC-fi^^^ra (^) : 3.34 ; MS (m/z) : 358 (M + H)*o 

;M^2 6 (8 5) : N- (2- 14- [ ( 7 - 7 x ^;v^:/f-;i/) :j-^'>1 7j^^;vt 
■•^;v) - B-Ty=-y h U 7;V:j-PgfeM:^ 
HPLd^^f^Fsl (:9-) : 3. 77; MS (m/z) : 384 (M + H)*o 

;M^J2 6 (8 6) : N- (2- 14- f ( 9 - 7 ^;v) :^^'>] 7ji^jvt j- 

ttilE# 2004-3083062 
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•f-ji^) -B-Ty — y y y )V t u'^mM. 
WlC^^nm (^9-) : 3.95 ; MS (m/z) : 412 (M + H)*o 
;M^2 6 (8 7) : N- (2- i4- \ (8 -y :i.=.)l^:t :^^v1 

WUC^WWm (^) : 3.86 ; MS (m/z) : 398 (M + H)*o 

;i6feg!l2 6 (8 8) : N- l2- [4- ( 2 - -> ^ P^>f-;V h 7j:-:^;V] J^-^ 

;vt -B-7y=-y V^}y)V:tumm-m. 

WPUC^Wl^m (^) : 3.47; MS (m/z) : 306 (M + H)*o 
Mmm2 6 (89) :N- [2 - (4- I rs- (^>yjV:^%'» 
7j,-;V) - Q-Ty-y h U 7 ;v :j- o j^^J^ 

HPLCi^^^F^ (^) : 3.49 ;MS (m/z) : 386 (M + H)*o 
llji^J2 6 (90) :N- (2- 14 - [4- (^>y;V:j-^'» 7jL-;Vt 
■x^;V) -jg -7 f V 7;i/^nI^M:^ 

HPLC^^Nf^I (^) : 3.40 ; MS (m/z) : 372 (M + H)*o 
^jife^2 6 (9 1) 12- - B-7y^y Y 

HPLCiS^^FBl m : 3.23 ; MS (m/z) : 266 (M + H)*o 
^M^fl2 6 (9 2) : N- 12- [4- (i/ u^y^jv^ Y ^i/) J^-^Jl^l 
-B-Ty=-y h V 7 ;v :t n gim:^ 

HPLCi!|#^ra (:a*) : 3.38 ; MS (m/z) : 292 (M + H)*o 

:WJ2 6 (9 3) : N- [2- ( 4 - ^ V ^ h ^'>7 j^^;w) J^'^;V1 -B-T'J-y 

h U 7;w:^o5^Mj^ 

HPLC'K:#8#F^ (:9') : 3. 23; MS (m/z) : 266 (M + H)*o 

;ife^2 6 (9 4) IN- (2- 14- T ( 4 - ;>{ >'^;t^) 7ji^;v1 ^ 

^Ji^) -B-Ty-y h U 7 ;v :t n gfe^j^ 

HPLCil^^fNFM (^3-) : 3.44; MS (m/z) : 294 (M + H)*o 
mMm2& (95) :N- (2- |4- r (2-7ntf;i//^;>-^;V) ^^r'>1 y x.=.M 
■xf-;v) -B-Ty-y > V 7 ;v :t P BIM:^ 
HPLC^^jfNpF^ (^9-) : 3. 64; MS (m/z) : 322 (M + H)*, 219o 

^M^2 6 (96) :N- 12 - [4- (^>^;V:t^'» 7j^^;v1 -j^^^vI -/3-7 

h y 7 ;v :t p i^Mj^ 

HPLC^^^F^ (^9-) : 3.34; MS (m/z) : 280 (M + H)*o 
mfe^2 6 (9 7) : N- \2- [4- (^^v;l/:^^v) 7j^^;v1 :^^M -B-T 



HPLC'(^#B#F.g (^) : 3. 45; MS (m/z) : 294 (M + H)*o . 

;:Sfe^J 2 6 ( 9 8) : N- 12- [4- (^7^;v:j-^'» 7j^^;v1 j^-^;vt -b-t 

h U 7 ;V :^ P gfe^:^ 

HPLC'JJ^^fBt^ (:S-) : 3. 56; MS (m/z) : 308 (M + H)*, 219o 
^mm2& (99) :N- 12 - r4- (:^^^;W^^'» 7jcj^;v1 .x-f-jUt -B-T 
^=.y h U 7 ;v :j- p f^^-^ 

HPLC1S#^F^ (^) : 3.67 ; MS (m/z) : 322 (M + H)*o 

■Mm2 6 (100) :N- (2- 14 - r (4-t^PP^:^v^;V) 7jc-;1/| 

.■^;v) -;8-T7^> Yvyn^^ummm. 

HPLC^^^K (^) : 3. 38; MS (m/z) : 336. 334 (M + H)*o 

;lfeM2 6 (101) :N- (2- }4-r2- (4-ter t -7'-^;V7 ji^;V) > 

7ji— ;v| ■x.^;^) - B -7y=-y > U 7 ;v :t p Bl^:^ 

HPLC4^^BfF«^ (^9-) : 3. 66; MS (m/z) : 370 (M + H)% 

:M^J2 6 (1 0 2) : N- (2- }4- [2- (2-^7^;V) jiV^'>1 7^:^;vt 

.f-;v) - jg-T^:^^ h U 7;v:j-pB^M^ 
HPLCiS^^ffi (^) : 3.49 ; MS (m/z) : 364 (M + H)*o 

aiiE#2 004-3083062 



2004-169958 



76/ 



mm 2 6 (103) :N- (2- 14 - \2 - (4->-^;i/7 

HPLCi^^^P^ (^) 
:1ife#IJ 2 6 (1 0 4) 



: 3.40 ; MS (m/z) : 328 (M + H)*o 
: N- {2- [4- (y^.a^:j-^'» 7x^;V] 



2 6 (1 0 5) 



: 3.80 ; MS (m/z) : 336 (M + H)*o 

: N- (2- i4- r2- (3 -^^;V73^-;v) 



HPLCi!^^B#M (^) : 3.40; MS (m/z) : 328 (M + H)*o 

mm 2 6 (106) :N- 12 - [4- (r^^Jl/rt^y) j:f-;Vt -B-T 



Ijifel^ 2 6 ( 1 0 7) 



3.89 ; MS (m/z) : 350 (M + H)*o 

N- (2- 14 - [2 - (2 -^^;V'7 ji-;V) J^h^vl 7 



JL-f-;v) ~ B — Ty — y h V 7 Jl/ a 
HPLC#^#I^F^ (^) : 3.40; MS (m/z) : 328 (M + H)*o 
mm2 6 (1 0 8) : N- [2- (3- 12- C4- (^> v;i/:j-^y) 



: 3.58 ; MS (m/z) : 420 (M + H)*o 



mm 2 6 (109) :n- 12- rs- (2-yjuy^i^scy^i/) y 
t - B-Ty — y h';7;i/:^p 



HPLC#if^F^ (:9-) : 3. 27; MS (m/z) : 330 (M + H)*o 

mm2^ (110) :N-l2-r3 - (3-7j^^;V7'p»°^->) .x^jl/ 



HPLC^3fB#F^ (^) : 3. 38; MS (m/z) : 328 (M + H)% 

mm2 6 (111) IN- 12 - [3- (4-7j^:::^Jl^-/h^-» y 



-B-Ty-y h U 7 ;v :t P BMj^ 
HPLC^^#B#F^ (^) : 3.47; MS (m/z) 

:i^J26 (112) :n- (2- 13- 



342 (M + H)*o 



I J^f-;v) - B-ry='y h ij 7 ;w p ifei 

HPLCi^#lt^ (^) : 3. 56; MS (m/z) : 356 (M + H)\ 219o 

;ife^J2 6 (113) :n- (2- 13- C2- (^>y;v;<.ji/7T^Ji/) j^h^v] 7 

^;i/t J^f-;v) - B-Ty=-y hV7;l/:j-Pg^ 



HPLCi^#^F^ (:9-) : 3. 38; MS (m/z) 
26 (114) :N- (2- 13- 



360 (M + H)*o 

r (6 -7 Ji^;V^^vJV) :j-^'>] 7j^-JV 



{ j^f-;i/) -B-Ty=-y hU7;V:^P§feMm 
HPLC'(!|^B#F^ (^) : 3.64 ; MS (m/z) : 370 (M + H)*o 

;ife^J2 6 (115) :N- (2- 13- [3- (^>y;V^4ry) yp:j^#v1 7j^- 



HPLC4*#^ra (^) : 3.34 ; MS (m/z) : 358 (M + H)*o 
UMm2 6 (116) :N- (2- 13 - r (7-7.x^;i//\r-^jl^) 7^^Jl^ 
t j-f-jv) - B - T y — y Y ^) y 



HPLC^^B#Fb1 (^9-) : 3. 75; MS (m/z) : 384 (M + H)*o 

mm2 6 (117) :n- (2- 13 - r (9 -7 j^-;vy-;v) :t^->1 y:^=.M 



j-f-;v) - B - T y =-y b U 7 ;v :t P i^M:^ 

HPLCiSi^^ra (^) : 3.95; MS (m/z) : 412 (M + H)*o 
llife^2 6 (118) :N- (2- 13 - r (8 - 7 j^^;i/:e-:?^-^;i^) :t^'>1 7 Ji^Jl/ 

} jLf-;v) - B-ry=-y h'j7;V:j-Pil 



HPLCi*#B#K (:9-) : 3. 84; MS (m/z) : 398 (M + H)*o 

;Mg!l2 6 (119) : N- 12- [3- (^^p^^v;v^ J^f-Jt^ 
I -B-Ty — y y )VirximWM. 

miEJ^F 2004-3083062 



S^m 200. 4 -169958 



^--J : 77/ 



liPLmWWm (^) : 3.45 ; MS (m/z) : 320, 306 (M + H)*o 
mm2 6 ( 1 2 0) : N- 12- [3- (2-v^n^>^;VJih^v) •7^-;v1 

HPLC^^^Bt^ (^) : 3.45 IMS (m/z) : 306 (M + H)*o 

mmmze (121) : n- \2- (3- l rs- (^>y;i^:^^'>) t^i^ 

1 7 j-f-jv] -/9-7 7-> Y^jyji'tum^^ 

]iPl£^WWr^ (^) : 3.47 ; MS (m/z) : 386 (M + H)*o 
lljifei^2 6 (122) :n- (2- 13 - r4- (^>y;i^:^^v) :fh^v] 

l^LC^WWm {^) : 3.42; MS (m/z) : 372 (M + H)*o 
^:fe^J 2 6 ( 1 2 3) : N- (2- 13- [ ( 3 - "7 ji 7 ^ '>^> v^;V) :e-^'>1 70.- 
j:-^;i^) -/?-7'7-> h 'J 7 ;v n 

HPLCiSi^^K (^) : 3.51 ; MS (m/z) : 392 (M + H)*o 
^jfe^J2 6 (124) :N- 12 - [3- (2-y^P^^'>;V.3:-b^v) 

f^;vt -B-Ty — y. h u 7;v:j-pg^@^m 

HPLC'^#^ra (53^) : 3. 58; MS (m/z) : 320 (M + H)*. 219o 
^mm2 6 (1 2 5) :N- \2- (3-n^^'>-73L^;i/) -B-Ty=-> 

HPLC'(*#B#P^ (5^) : 3. 22; MS (m/z) : 266 (M + H)% 
m.mm2 6 (1 2 6) IN- 12 - [3 - (vj^P^>^;Vp< h^y) 7 

HPLC^#^K (^) : 3. 40; MS (m/z) : 336. 320. 292 (M + H)% 

mmn 2 6 (1 2 7) : N- )2- r3- (-^>y;v:j-^v) 7j^-;v1 J^^^vl -jg- 

Ty^y h y )v umwk^ 

liPUC^WmSi (^) : 3. 23; MS (m/z) : 300 (M + H)*o 

lllfe^J 2 6 (128) :N- 12 - [3 - (2 -7 h ^y) 7ji^;v1 

HPLC-^ifBtP^ (^) : 3. 33; MS (m/z) : 314 (M + H)*o 
mMm2 6 ( 1 2 9) : N- [2 - (3 V7"h^'>7j^>=^;l^) - g-T7^ 

> hU7;V:tP§fei 



HPLCi%^B#F^ (53-) : 3.23; MS (m/z) : 266 (M + H)*o 

Mm2 6 (130) :n- (2- 13 - [ (4-^-^;w^V'^;v) 7ji^;v| 

J^^;v) - B-ry=-y h U 7;V:tnBfeM:^ 

HPLC'{S#B#^ (^) : 3. 44; MS (m/z) : 294 (M + H)*o 
IIMffl2 6 (13 1) : N- 12- F3- (3. S-y^-^^VT'h^y) 7x^;Vl J-f- 
;l/t -B-Ty=-y h 'J 7 JV P g^M:^ 

HPLC«#ii#^ (^) : 3.40; MS (m/z) : 294 (M + H)*o 

^M^2 6 ( 1 3 2) :n- (2- 13- r (2-7'pi^°;i/^>^;v) 7jl^;V 

t J.'^;t/) -j8-T7^> h U 7;l^:t-Pl^^j^ 
HPLCi^^BfFB^ (^) : 3. 62; MS (m/z) : 322 (M + H)*o 

^MJ 2 6 ( 1 3 3) :N- 12- r3- ( 3 - V:?^ P^^y;V^P4^^'» 7ji^;W] 

W\£Wm^n W : 3.66; MS (m/z) : 334 (M + H)*o 

m^mze (134) :n- 12- [3- (^>-f-;v:e-^'>) 7x.=^;vl j-'^M -6- 

Ty=-> hvyn^tumm^ 

WimWV^m {^) : 3. 33; MS (m/z) : 280 (M + H)*o 
j|jte^J2 6 (1 3 5) : N- 12- r3- (^^'y ^iy) yx.=•)^^^ -x-f-jyt -B- 
Ty=-y h 'J 7 ;i/ :j- P jt 

mL'^nnn (^) : 3.44 ; MS (m/z) : 294 (M + H)*o 

;ife^2 6 (1 3 6) : N- \2- [3- (^yf-;v:^^i/) 7x^;i/1 j:.-^;wt -i8- 

tiifiE# 2004-3083062 



#M 2004-169958 



^--J : 78/ 



WPUC^WWm m : 3.56 ; MS (m/z) : 308 (M + H)*o 

m.mm2 e (137) :n- 12- [3- (t^^jv:^^'^) 7ji^;H -g- 

HPLC«:^^K : 3.67 ; MS (m/z) : 322 (M + H)*o 

:jife^J2 6 ( 1 3 8) : N- (2- )3- [ (4 -i^ UU^>'y)\^) yx.=.M 



HPLCi^^Btr^ (;9-) : 3.37 ; MS (m/z) : 336, 334 (M + H)% 

;jife^J2 6 (139) :N- (2- 13 - [2 - (4-ter t - ^ }\y y =■ 



HPLCi^^t^F^ (^) : 3.62 ; MS (m/z) : 370 (M + H)*o 
mmm^ 6 (140) :N- (2- )3- [2- (2-:h-7^;i/) 

j-^;v) -B-Ty=-y Y y )^ uWBM. 

HPLC^#B#K (^) : 3.47 ; MS (m/z) : 364 (M + H)*o 
^MglJ2 6 (141) :N- (2- is- [2- (4 ji^;V) Jih^vl -7^ 
cijl/} J^^;V) -;g-77;:i> h U 7 :t P HMj^ 

HPLC'^^Bt^ (:9-) : 3.40 ; MS (m/z) : 328 (M + H)*o 
jlM^2 6 (1 4 2) : N- 12- rs- (>^^JV^^y) y x.=•}V^ :x.^M - B-T 
V ^) y )-\/ uWmM. 

WlL^Wm^ : 3. 78; MS (m/z) : 336 (M + H)*o 

^MW 2 6 (1 4 3) : N- (2- )3- [2- ( 3 f-;v-7 j^-;v) -xh^^vl yx. 
— M Jif-;i/) -i8-T^ — > h U 7 ;V P HM:^ 

HPLa*#B#r^ (:^) : 3.40 ; MS (m/z) : 328 (M + H)*o 

^M^2 6 (1 4 4) IN- 12- [3- (t^vji^^^v) 7j^-;v1 -b-t 

y-y h 'J 7 ;V :t P g^M:^ 

HPLC^#BtP5 (55-) : 3. 88; MS (m/z) : 350 (M + H)*o 
Il]!fefa2 6 (1 4 5) :N- (2- 13- [2- ( 2 ^;V7 ji-;V) J^h^vl 7j^ 

J-f-;V) - B -T y — y b U 7 ;V :t o I^^:^ 



HPLC«#B#F^ (:g>) : 3. 38; MS (m/z) : 328 (M + H)*o 

;ifeM2 6 (1 4 6) : N- (3- {2- [4- {^yV)Vir^i/) 7^-;Vl J^b^v 
I ^yyjv) - B -TV =-y h 'J 7 ;v :t P B^Mj^ 
HPLC^^^t^r^ (^) : 3.55 ; MS (m/z) : 406 (M + H)*o 

6 (147) :n- [3 - (3 -7 Ji-;v7'p;^°^'» ^yV}v^ -B-r^=- 



y h u 7 ;v p j-l 

HPLCi*#^^ (^) : 3.33 ; MS (m/z) : 314 (M + H)*o 

;jife^2 6 ( 1 4 8) : N- [3- (4 -7 j^^;v7'h^'» -B-T'y-y 
b U 7;v:tPife^j^ 

HPLC^^^^H (^) : 3.42; MS (m/z) : 328 (M + H)^ 

WS^2^ (14 9) : N- {3- [ (5-7jc^;1/^>^j1/) :j-^'>1 ^>'y;Vl -g 

-r=7-y hij7;v:^-p 



HPLCil^if^Fig (^) : 3.51 ;MS (m/z) : 342 (M + H)*o 

;MM2 6 (150) :n- 13 - [2- (^>^:^ji^;^;V7 7^;v) ^>-v;v 

} -B-Tv-y h U 7;V:tPl^SlJ^ 
HPLC'l^^tBtF^ (^) : 3. 34; MS (m/z) : 360, 346 (M + H)*o 

6 (15 1) : N- 13- [ (6-7 j.:=-n/^^vJV) -t^'y^ ^yVM -B 



-T'y — y' y ^) y )V -j- umWM. 

WlL^nm^ (:9-) : 3.60 ; MS (m/z) : 356 (M + H)*o 
jl:^^J2 6 (1 5 2) : N- i3- [3- {^yV)\^^^'y) ^p^K^vI ^yvM - 

B-ry=-y y ^) y }\^ ^ uWWM. 

HPLC^^^F^ (53-) : 3. 29; MS (m/z) : 344 (M + H)% 

ffiiE# 2004-3083062 



mm 2 0 0 4- 1 6 9 9 5 8 : 79/ 

;i!ifefiJ 2 6 ( 1 5 3) :n- 13- [ (7-7j^-;v^7'^;v) t^i^} ^>v;i^| -e 



wpimn^m m 3.69 ;ms (m/z) : 370 cm + h)*o 

Mm 2 6 (1 5 4) : N- [3 -_ (3 -7 ^'>7'n;i^^'» ^^v^V] - /? -T7 
HPLC^^^t^F^ (^) : 3.31 ; MS (m/z) : 330 (M + H)*o 

^mmz 6 (155) :N- 13- r (9-7ji-;i^y-;v) ^y-j}V\ - b- 

HPLC^#B#^ (^) : 3. 88; MS (m/z) : 330 (M + H)*o 

^M^J2 6 ( 1 5 6) : N- 13- [ (8-73^-;v:t^^;w) ^^'>l^>y;i-l -/g 

HPLCi^#B#^ (:9-) : 3.77; MS (m/z) : 384 (M + H)*o 
^Ife^a 2 6 ( 1 5 7) : N- [3 - (2 - v^n^yf-;VJi h ^v) ^>-v;Vl - jg-T 

^ ■=. > h U 7 tu^m.^ 
]JPUMW^m W : 3.38 ; MS (m/z) : 292 (M + H)*o 

mmmzQ (is 8) :n- (3- i r5- (^>y;v;j-^-» ^y^)v^ 

HPLCi^it^F^ (:»-) : 3.42 ; MS (m/z) : 372 (M + H)*o 
mmm2 6 ( 1 5 9) : N- 13- r4- (--^>y;V:t^v) 7'h^v1 - i8 

-77 — > h 'J 7 ;i/ P 

HPLCt^^f^^ (^) : 3. 33; MS (m/z) : 358 (M + H)*o 

^:Sfe^J2 6 (1 6 0) :n- 13- r (3 ^v^>y;v) - 

B-T'7=^y Y y )v ^ umm.^ 

mUMWm^ (^) : 3.45; MS (m/z) : 378 (M + H)*o 
^Mfil2 6 (16 1) : N- [3- (2-v:»o^^y;i^J^h^'» ^^yJ^I -jg-T 

■7 - y > ij 7;V:e- Pl^M^ 
HPLCt^^^r^ (^) : 3. 45; MS (m/z) : 306 (M + H)*o 

;jife^J2 6 ( 1 6 2) : N- (3 -7 h^v^^^v';v) -B-r=7~y h i; -7 ;i/ :t p §^ 



HPLCiSW^^ (^) : 3.14 ; MS (m/z) : 252 (M + H)*o 

;ife^J2 6 ( 1 6 3) : N- [3- ('>^p^>f-;vp{ h^y) ^:^y;V'1 -B-ry=- 
y h U 7 p i^^:^ 

HPLCIJ^^Nf^ (^) : 3.29 ; MS {m/z) : 278 (M + H)*o 

^M'g!l2 6 ( 1 6 4) : N- [3- (^>>^;v:r^'» ^yV)\'^ - B -T ^ =-y >U 

'7;V:^PBfeMj^ - . . 

HPLC45^if^^ (;S-) : 3. 16; MS (m/z) : 286 (M + H)% 

;M'glJ2 6 (1 6 5) :N- rS- (2-7 ^^yJl^l -fl-77-> 
b 'J 7;V:t-Pff^^:^ 

HPLC'(*3t^W (:^) : 3.25; MS (m/z) : 300 (M + H)*o 

;M'B^J2 6 (1 6 6) : N- (3-^ V7'h^v^:^y;V) -B-T'y-y hU7;V:t 

HPLCi5^#B#F5 (^) : 3. 16; MS (m/z) : 252 (M + H)*o 

^mM2 6 (167) :n- )3 - r (4 -^^;v^>^;v) ^^vl -g- 

Ty^y y ^) y )\/ umwM. 

HPLCi^^^^ (39^) : 3. 36; MS (m/z) : 280 (M + H)*o 
j|jife^J2 6 (1 6 8) : N- [3- (3. 3 - -^jV/ h ^ '» ^^v^JVl -B-Ty 

=.y v^)y)V^umm.-& 

HPLCi^#^F*g (^) : 3. 33; MS (m/z) : 280 (M + H)+o 

^]Sfe^J2 6 (1 6 9) : N- 13- [ (2 -ypbfjv^V'^;^) ^^->1 ^yvM -B 



miE# 2004-3083062 



#li2 004-169958 ^-'J : 80/ 

mimwm^ m 3.56 ;MS (m/z) : 308 (M + H) + o 

;JifeM2 6 ( 1 7 0) : N- [3- (3 -->^n^^ v;i/7°P»°^'>) ^>vJV] - /? - 

miL^M^m i^) : 3. 58; MS (m/z) : 320 (M + H)*o 
mmM2 6 (17 1) : N- r3- (^>^)\^t^'y) ^>•J)U^ -B-T^=-y 

mUC^W^m i^) : 3. 25; MS (m/z) : 266 (M + H)*o 
^M^!l2 6 ( 1 7 2) :N- [3- (^^->;V:^^v) ^Z^-J)V^ -B-ry=-> bV 

HPLCI*^^^^ (:9-) : 3.40; MS (m/z) : 280 (M + H)% 
^jfe^J2 6 (1 7 3) :N- [3- (^•/^;V:t^v) -i8-T7-> h U 

mL^-W^f^ (^) : 3.47 ; MS (m/z) : 294 (M + H)*o 

^mm2^ (17 4) :n- [3- ^yV)v^ -B-r7=-y V) 

WlL^WWn (^) : 3. 60; MS (m/z) : 308 (M + H)*o 
^jife^J2 6 (1 7 5) : N- \Z- \_ {A-^UUy<WJ[^) ^yvM ~B- 

Ty^y h ^} y }V ^ uW^mM 

l^LC^WWm W : 3.31 ; MS (m/z) : 322. 320 (M + H)*o 
m^mm2 6 (176) :N- 13- \2 - (4-ter t -:/f-JV7 jl-;I/) JLh^'>] 

^y-JM - B-Ty — y h V7 :f p f^it^ 

HPLC-t^^BtH (^) : 3. 58; MS (m/z) : 356 (M + H)*o 

^^^2 6 ( 1 7 7) : N- 13- [2- (2--j-7^;V) J^h^'>1 ^>v;vl -/?- 
Ty^y Y '>) y j\/ ^ umWM. 

WlL^WWf^ (:»-) : 3.42 ; MS (m/z) : 350 (M + H) + o 

^jifei^J2 6 (1 7 8) : N- )3- [2- ( 4 - ^;V7 j^^JV) J^h^vl ^✓'v^;!/! 
-B-Ty=-y Y y )\y uWW^ 

mJC^Wm^ (^) : 3. 34; MS (m/z) : 314 (M + H)% 

^ife^J2 6 ( 1 7 9) : [Z- U -)Vir^^y) ^yy}^^^ - B-Ty=-y h U 7 



HPLCd^jf^^ (:S-) : 3.71 ; MS (m/z) : 322 (M + H)*o 

;:Sfe^J2 6 (ISO) : N- }3- C2- (3 -pt-^JV7 ji^;v) J-b^'>] 
-B-ry=-y Y')y)v^um.WM 

WlL^Wnm (^) : 3.34 ;MS (m/z) : 314 (M + H)*o 

^MM2 6 (18 1) : N- [3- {y^i/i^^^'y) -B-Ty=-y h U "7 

;V P f^^:^ 

HPLC#i#B#^ (^) : 3. 80; MS (m/z) : 336 (M + H)*o 

mMm2 6 (18 2) : N- 13- [2- (2-p{^;V7ai^;V) ■xh^'>1 

-8-Ty=-y h^}y)UtumWi^ 

UPimnWm (^) : 3. 33; MS (m/z) : 314 (M + H)*o 

^»J 2 6 (183) :N- [3 - (3- !2 - [4 - (-^ > y ^ v) 

Y^jy] yaL~)V) 7°Pbf;v] -]8-77 — V h U "7 ;v ^ P B^M:^ 

HPLC1SI#^ffl (^) : 3.64; MS (m/z) : 434 (M + H)*o 
IIM^fl2 6 (1 8 4) : N- 13- [3- ( 2 - 7 ^ ^ y j:. h y) T'p t:° 

;v{ -B-ry=-y v v y )v umw.m. 

HPLCii|#B#F^ (^) : 3. 33; MS (m/z) : 344 (M + H)+o 
mmm2 6 (1 8 5) : N- )3- r3- (3 -7ji^;1/7^P;H^'» ^p 

;vi -s-T7-> y ^) y )i' t ummm. 

HPLC^if^F^ (:9-) : 3.45; MS (m/z) : 342 (M + H)*o 

;jife^2 6 ( 1 8 6) : N- i3- rs- (4 -7 73i^;vl •/pbr;v 

ffilE# 2004-3083062 



mm 2004-169958 



: 81/ 



WLCUW^m (^) : 3. 53; MS (m/z) : 356 (M + H)*o 
^mm2 6 (187) :N- (3- l3 - [ (5-y 7j^^;1/ 

HPLC^^^B#F5 (^) : 3.64; MS (m/z) : 370 (M + H)*o 
^M^2 6 (188) :N- (3- 13 - F ( 6 - 7 j^:=.;i/^^-> 7j:-;V 
1 -B-Ty^y h 'J 7 JU ^ g ilM:^ 

HPLCi^^fBtrHl (55-) : 3. 73 IMS (m/z) : 384 (M + H)*o 
^M^J2 6 (1 8 9) : N- (3- l3- [3- (^>y;i/:j-^'» T'PiK^vl 7j^^ 

)V\ •7'Pbi°;v) h y }\^ :t xiw^mm. 

HPLCi*3fNFK (^) : 3.40; MS (m/z) : 372 (M + H)% 

^M^J2 6 (1 9 0) : N- (3- {3- r (7-7 j.-;v^-/-^;v) 7ji-;i^ 

I yu}£)V) - B-Ty^y h 7 ;v P B^^j^ 
YiPLCUWm^ (^) : 3.82; MS (m/z) : 398 (M + H)*o 

mm^2 6 (191) :N- (3- i3- r { 9 - y j^. =• =■ )V) 7 

•fu\£)V) - B-Ty=-y h U 7 ;i/ :t n ifeM^ 

HPLC't^^f B#Fb1 (:9^) : 4.00 ; MS (m/z) : 426 (M + H)*o 
^■^m2 6 (192) :N- (3- 13 - [ (8 - 7 j^^;V:j-:^-^;V) 7 3i-;l^ 

miL^nnn (^) : 3.89 ;MS (m/z) : 412 (M + H)*o 
^mm2& (193) :N- 13- [3 - (2 -v^n^^^^;VJ- h^->) 7j^^JV1 7" 

Pbr;v( -B-Ty — y h U 7 :t p g^^la 

HPLC^#Nf^^ (^) : 3.51 ;MS (m/z) : 320 (M + H)*o 
^^#8 2 6 (19 4) :N- [3 - (3- I TS- (^>y;W:e-^'» :j-4r'> 
I 7ji — ;i^) 7°atfjv1 - B-Ty =-y h U 7 ;v :t p ilM:^ 

HPLCi^#B#M (^) : 3.51 ;MS (m/z) : 400 (M + H)*o 

^M^J2 6 (1 9 5) IN- (3- {3- [4- {^yvn^t^'y) 7'h^'>1 7j^-;v 
t yx2\i]\y) -B~ry=-y b u 7 ;u ;j- p i^^^a 

HPLC^^^^^ (:»•) : 3.45 ; MS (m/z) : 386 (M + H)*o 
mMm2 6 (196) :n- (3- i3- f ( 3 - 7 y v^;v) 7 j.^ 

;v| -/Ptf;!/) -B-Ty — y h 'J 7 ;v p ffe^;^ 

HPLC^^3fB#F^ (:©•) : 3. 55; MS (m/z) : 406 (M + H)*o 
llife'giJ2 6 (1 9 7) : N- 13- rs- (2 -V^P^^'>;VJ^h^y) 7j^:::;V] 7" 
Ptf;vl -g-7 7^> hU7;v:tPi^^^ 

HPLC#3#^F^ (^) : 3. 60; MS (m/z) : 334 (M + H)to 

;M^J2 6 (1 9 8) : N- [3- (3 - >^h^v7 j.^;v) :/pii°;v] -g-77^:x 

h 'J 7;i^:tP§^i 



HPLC^^^^K (^) : 3.29 ;MS (m/z) : 280 (M + H) + o 

;ife^2 6 (1 9 9) : N- l3- r3 - (->^ p^>f-;v;»{ 7j^-=^;v1 7'Pti' 

HPLCil^^BtFig (^) : 3.42; MS (m/z) : 306 (M + H)*o 
^]6fe'g!l2 6 (2 0 0) : N- i3- [3- (-^>-y;v:t^'» 7j^^;v1 T'Pbf^V} -/? 

-7^-> b U 7;U:tPil^j^ 
HPLC^^it^F^ i^) : 3.29 ; MS (m/z) : 314 (M + H)*o 

m.mm2 6 (201) :n- {3 - r3 - (2-7j^^;i/j^h^'» 7x^;i/i yu]^)v 

I -^-77^> h U 7 ;V P IfeM:^ 
HPLCil^^^FB^ m : 3.38; MS (m/z) : 328 (M + H)*o 

mmmze (202) : N- [3- (3-^y7'h^>'7j^^;w) 7'pn°;v1 -B-Ty 
=.y h V 7;i/:j-Pi^M^ 

HPLCiSif (^) : 3. 29 ; MS (m/z) : 280 (M + H)*o 

tHiE# 2004-3083062 



#M 2004-169958 



^--J : 82/ 



mm 2 6 (203) :N- (3- |3 - r (4->»JV^>-f-;i^) ir^'y^ 



HPLC'{ft#B#H (^) : 3.49 ; MS (m/z) : 308 (M + H)*o 
IIMJ2 6 (2 0 4) : N- 13- [3- (3. 3 - v';>{ ^^VT* h ^ v) :7^-;v] ■ 




HPLC##^P^ (:^) : 3.45; MS (m/z) : 308 (M + H)*o 
^ifeM2 6 (205) :N- (3- i3 - [ {2--fU\i)\/^V^)y/^ + 




1 y »-* y p / y «^ \ J y ^ i-* HpRX'^inL 

HPLCi^#B#^ (^) : 3.69 ; MS (m/z) : 336 (M + H)*o 
^ife^ 2 6 (2 0 6) : N- 13- [3- ( 3 - n-^^ ->;V7'n,i^°^$/) 7^^- 


^^]_ 


-/nv°)bl — /? — "t' ^ n > V I) "7 jv^h nSfelJflS 

y vj c- yi^ 1 p / y — \ J y /V y) i-i i^pi^^nL 

HPLC^^^NFra^ (:©■) : 3.71 ;MS (m/z) : 348 (M + H)^ 

m:mm2 6 (207).: N- 13- ra- (^>^)V:^^i^) •7x-;H •:/nif;H 


-iff 


HPLC'^#B#Fb^ (tS-) : 3.42; MS (m/z) : 294 (M + H)*o 
^ifeM2 6 (2 0 8) : N- 13- [3- (^^ v;^:*-^^) ^ntf;H 




V'^y^'V VU^^JlyTh ni^fflfei^ 

HPLCiS^if^^ (^) : 3.51 ;MS (m/z) : 308 (M + H)*o 
^i&^J2 6 (209) :N- 13 - [3- (^7'^-a/:t ^ v) ^i-^H -^uMM 


- /? 


/ ✓ -y \ J y y^ vir-vSL^atL 

HPrn^^^F^ (^) : 3.60 ;MS (m/z) : 322 (M + H)*o 

^ife^2 6 (2 10) : N- 13- r3- (:a-i^^;v;i-^v') 7jl^;H yntT;!^! 




HPLC^#^F^ (^S-) : 3.71 ; MS (m/z) : 336 (M + H)*o 

6 (211) IN- (3- 13 - [ (4 nn^>v;i/) :t^vl 




HPLC##^^ (55-) : 3.42 ; MS (m/z) : 350. 348 (M + H)*o 
m.mm 26 (212) :N- (3- is - [2 - (4-tert - y^^l' 7 ^Jl/) 




*Tr ✓J y ^ — " y JV } p J y — ✓ 1 J y /V y^ \^ nrcvC<aDL 

HPLC'J^^^M (^) : 3.67 ; MS (m/z) : 384 (M + H)*o 
^MM2 6 (2 13) : N- (3- 13- \2- (2-:h7.^;V) a^h^^^l 




HPLCI^^^H (:^) : 3.53; MS (m/z) : 378 (M + H)+o 
*ifeM2 6 (2 14) : N- (3- 13- [2- (4 f-;V7i-;«/) j:.>^->] 




j::. JVl "/n Jl-V — /? — T ^ > K '] "7 Jl/ nlfeB^iS 

HPLC'f^^^r^ (^) : 3.45 ; MS (m/z) :. 342 (M + H)*o 
mMm2& (2 15) IN- 13- [3- (y-;V:t^'» ynn°;v| - 




HPLCi^#^^ (^) : 3.84 ; MS (m/z) : 350 (M + H)*o 
^ifeM2 6 (216) IN- (3- 13- [2 - {'i - ^f-^ )Vy ^=-}\y) jch^S/] 




* — ] yuic/i/y /3 J y ^ — y v J y /i^ A i-* oF Hx-bm 

HPLC^^^F^ (^) : 3.45; MS (m/z) : 342 (M + H)*o 
^M^J2 6 (217) IN- 13 - [3 - (T'v;l':e-^-» 7i-;vl T'n If ;H - 




•r^=.-y h i; 7 ;v :t n i^MJ^ 

HPLCi^#^^ (^) : 3.93 ; MS (m/z) : 364 (M + H)*o 

fi (2 18) ! N- (.^- 1.3- r2- ( 2 - ^ ^ :=:;V) J:. h ^ 




HPLCt^^fBtr^ (^) : 3.44 ;MS (m/z) : 342 (M + H)*o 
^1ifeM2 6 (219) IN- (3- l4- [3 - U - V w? x. =. J\/) •/n.i^'^S'] 



tbtE# 2004-3083062 



S^m 2004-169958 



^-v^ : 83/ 



mm 2 6 (2 2 0) 



3.49 ; MS (m/z) : 360 (M + H)% 

N- (3- 14- [3 - (4 --/P^T 7'n»° art/1 y 



: 3.60 ; MS (m/z) : 422, 420 (M + H)*o 

N- [3- (4- 13- [4- (hV 7jl-;1/ 



■.mm 2 6 (2 2 1) 

HPLCi^^t^F^ (^) : 3. 62; MS (m/z) : 410 (M + H)*e 

; M^2 6 (2 2 2) :n- (3- i4- [3- (3 ^;i/-7^^;v) yp^-K^vl 7 



HPLC^^^tBtr^l (:^) : 3.55 ; MS (m/z) : 356 (M + H)*o 

;1ife-gll2 6 (223) :N- (3- 14 - [3 - (2 - ^ rt n y ^p^Jn'^-^I 7 

-M 7'Pb°;v) -B-7y — y Y ^) y iv-^ uW^M. 

HPLC'9&#B#F.a (^) : 3. 55; MS (m/z) : 378, 376 (M + H)*o 

:M^2 6 (2 2 4) : N- (3- i4- [3- (2. 6 - y P P 7 j:-;1^) T^P^^'^ 



->1 y — M -fxiMM - B~Ty=-> hU7;i/^pg^i 
mZ%Wn^ (^) : 3.64 ;MS (m/z) : 412, 410 (M + H)% 

^Mf0 2 6 (2 2 5) : N- (3- |4- [3- ( 4 - ^ P P 7 ji::^;V) 7^P^4r'>1 7 

j^^jvl ypt:;^) - B-Ty=-y hU7;v^PilM^ 

HPLC'9^#B#Pb1 (:9>) : 3.58 ; MS (m/z) : 378, 376 (M + H)*o 

6 (2 2 6) : N- (3- }4- [3- ( 2 -pt f^;i/7 j^^JW) 'T'P.i^^'^] 7 



; jfe^J 2 6 (2 2 7) 



: 3.49 ; MS (m/z) : 356 (M + H)*o 

: N- (3- 14- [3- (3 -^PP7 J^^;U) 7^P»°^v1 7 
j,-;Vl ynejV) -g-77-;x b 'J .7 jl^ :^ P Hagj^ 



HPLC#^fB#F^ (:9-) 
:MfiJ 2 6 ( 2 2 8 ) 



3. 56 ; MS 

N - ( 3 - 



(m/z) : 378, 376 (M + H)*o 
14- [3- (4 f ^->7 j.-;v) ':fu:^^i/^ 



yjL=-M 7'Pbf;v) — B-Ty:=-y hU7Jl/:tP 



mm 2 6 (2 2 9) 



3. 44 ; MS (m/z) 
N- (3- {4- 



: 372 (M + H)*o 

r3- (2 -7'P^7 j^-Jl/) 7'P/-^°^v1 7 



j:^;vt -/uy^n^) - B-ry=-> bU7 



■ Mm 2 6 (2 3 0) 



3. 58 ; MS (m/z) 
N- (3- 14- 



■=-;vt 7'pfci°;i/) -g-7 7^>' b 'J 7;v:i-PifeM:^ 



: 422, 420 (M + H)*o 

[3- (3 h P7 ji^;l/) 7'P»°^->1 7 



HPLC«#^^ (^) 
6 (231) 



3.44 ; MS (m/z) 
N- (3- i4- 



: 387 (M + H)^o 

r3- iZ -y A'^uy 3^=.)V) ^U7S^^z/'[ 



yoL-M •fu\f.)]y) -B-ry=-y h U 7 ;v :t p f^M:^ 



■mm 2 6 (2 3 2) 



3.49 ; MS 
N- (3- 



(m/z) : 360 (M + H)*o 
}4- [3- (3. 4 h^v7x-;i/) -fu-^ 



2 6 (2 3 3) 



3. 34 ; MS (m/z) 
N- (3 - 14 - 



: 402 (M + H)+o 

[3- (3 -y X. y ^jyy x.=-)V) 7'p;i^^-> 



1 7j^-;v| zfxj -B-Ty 



■Mm 2 6 (2 3 4) 



3.71 ; MS 

N- (3 - 



:^y V^jyjv^um^^ 

(m/z) : 434 (M + H)*o 
}4- [3- (3. 4-y7;V:j-P7 



^;l/) 7'P»° 



^5/1 y:r.=-)v\ ypfc?;!/) -B-Ty=-y Wyi^^riWW^ 



■Mm 2 6 (2 3 5) 



3.53 ; MS 

N- (3 - 



(m/z) : 378 (M + H)*o 

14- [3- (3. 4. 5 - f V ^ >^'>7j^.::^;V) 



•fu^^i/^ y :l=.M 7'Pif;v) -B-Ty^-y hU7;V:tPEfe 



wiL^^nm (5-) 

;Mgy 2 6 (2 3 6) 



3.31 ; MS (m/z) 

N- rs- (4- 



: 432 (M + H)*o 
t3- rs- ( b U 7;W:i-P> 7 



miiE# 2004-3083062 



#11 2004-169958 



— V 



84/ 



WlL^^Wm m : 3.64 ; MS (m/z) : 426 (M + H)*o 

m.mm2(> (237) :N- [3 - (4- is - [2. s-e;^ (h u 7;v:j-o>^;v) 

HPLC#^B#F^ : 3.69 ; MS (m/z) : 478 (M + H)*o 

;jffe^J2 6 (2 3 8) : N- (3- U- [3- (3 -^u^y :xl=.)v) t'p^'^s^I : 



HPLC^#B#Fb^ (:S^) : 3. 60; MS (m/z) : 422. 420 (M + H)*o 

;M^J2 6 (2 3 9) IN- [3- (4- )3- [3. S-tf;^ ( h U 7 P ^ 5^;V) 

HPLC<^#^f^ (:S-) : 3.75 ; MS (m/z) : 478 (M + H)+o 

:M^il2 6 (2 4 0) IN- [3- (4- {3- [3- ( h V 7 p ^ ■^;i/) 7j^-;V 



HPLCi^^BtP^ (^) : 3.60 ; MS (m/z) : 410 (M + H)*o 
^^^0 2 6 (2 4 1 ) IN- {3- [4- (S-yjcc^jVyh^v-) 7j^^;v1 :^pt^;v 

t -B-Ty=-y \ ^) y )y/ ^ uwmM. 

HPLC^S^f^FFB^ (:9-) : 3. 53 IMS (m/z) : 356 (M + H)% 

;MI^2 6 (2 4 2) IN- 13- [4- (lf'>^P [4. 2. 01 i>r ^ ^ - \ . 3. 5 



- yij j:.^- 7 b^v) 7j^-;v1 -fxi\iM - B-T'^^-y hU7;V:fPl^ 



HPLCi^#B#F^ (^) 
6 (2 4 3) 



3.44 ; MS (m/z) : 340 (M + H)*o 

N- 13- [4- (2 -^•^"Jl^- 3 -7 j^^;V/P?i^°^'» y 



Mm 2 6 (2 4 4) 



3.55 ; MS (m/z) : 356 (M + H)* 
N- 13 - r4 -- (3 . 3 - v7 



T'Ptf;^! - B -T'y — y hij7;v:tp 

HPLC^^^fB#P^ (^) : 3. 62 IMS (m/z) : 418 (M + H)*o 
^mmz 7 I N- 13 - [4 - (4 - 73^-=^;W7'h^y) 7 

■7 ^ > ^^m. 

[0 4 3 4] 

Hbi 1 51 
.o 



T'P ti°;vl - B-T 




• HCI 

10 4 3 5] 

mm. A) ^uu i-)vmm (r ;v - h x y P V I Cat No. 800380) ( 1 
. 0 Ommo ly Ss I. 0 gs 1 . Ommo 1 ) <D-J^ uu;i ^y (5 mL) jP^fgtt- 
O'CT-. 2 A -r^UikLfz^t^m (3 2 3mg) C7)N, N - v-fV "/p J^'f-;VT 

5> (0. 7 0mL) iS^XJ^^'J^uu^df-y (5mL) (Om^^Wi^f^T P^au^ 
^y (2mL) T»^v^i^, ^iaT-5P#P^Mt ^ L/wo #J3&=^^mL, m.^^Wk {V ^ xx 

p^ iJ' :^ I y -A/ 1 v:/p n°;vj^f-;VT5 >' = 51 1 6 I 3) ■e3^iI^ v^^pp^^' 
^'-e3il. N, N--:^'>^;^5^;^i^T5 KT2 0. v^^J^pp^ >'-e2iI?5fe^^> ^^^1" 
^^:i:t?7iy-;v« (1. l 9 5 g) =^#/co 

(X^B) 7iy-;vwit (lOOmg) ic^za-e4-7a^-;v7*25^>- 1 -^t--*!^ (o 

. 4 2mmo 1) ^^tPx-Zct^. te7Xxh7t FP7 7> (0. 4 m L) ^ v^iJ' p p ^ tJ' > 
(0. 4mL) =lrJnK.^ Mia-ehU-n-7'^;W*J^7'f > (0. 4 2 mm o 1 ) =Sr?gT 
L> 1. 1' -TV'lf:^ (N, N-i;^p«^;i''-^;VA7^ K) (0. 4 2mmol) ^llDx. 
iaT'5NF^®t ^ LTto #lt*^3iL^ ti'&^IK (v'i^PPpfiJ'^ I X h7li FP7 

tiiiE# 2004-3083062 



2004-169958 



'^-v^ : 85/ 



It (c. a. 1 0 Omg) 4r#/>:o 
(XSC) ^i-;!/^-^-;^^!! (c. a. 10 Omg) ii^r^-eM ( 0 . 2mL) . 
}^^)y)Vttix.^ (0. 2mL) is J;!^^'^^ nn> ^ > (0. 6mL) *Jnx.> ^ 

nn^ ^ > = l : 1 : 3) -e2 [g. P ^ u u :^ ^ y-c 4 m^W^^. ^Wi^WkMLfzo ^ai^ 

Wt^^tltZX 0> N- (t e r t -"T h ^~>*;V/je-;V) -N- |3- [4 - (4--7 
:!.=.)]/-/ h^'y) -^-T7=-> (2mg;Boc#) ^#/io 

(x^D) B o c#t'Mza-e4 NM7K*-@im^^>'i^M (imL) $r*nx.. mmm 

nvfzo Kmm^m^u rmmn-^^^-t^mmit^m (2mg) ^^mzo 

[0 4 3 6] 

TLC : Rf 0.20 (:^nn*;VA : ;?< : T >'-=e-T7K.=80 : 20 : 4) ; 

IH MM (CD3OD) -.8 1.76 (m, 4 H). 1.96 (m. 2 H), 2.68 (m, 6 H), 3.01 (m, 2 H 
), 3.24 (t, 2 H), 3.94 (m, 2 H), 6.83 (d, 2 H), 7.17 (m. 7 H)o 

Ti&^^27 (1) -27 (9) 

<0^f^t^'hl"r^i:t^i J^Tl^^i-'fb'^tJ=^#/Co ^:fe> *M^1I2 7 (9) (Oit^m 

^mm2i (1) :n- (3- 14- r (e -7 ^^^jv^^-^^t^) :j-^'>] 

n - jg -7 7 — > 



TLC : Rf 0.29 (^^nT3.-^;VA : > ^ y : T V^-T7ic=80 : 20 : 4) ; 
IH MM (CD3OD) \ d 1.42 (m. 4 H), 1.64 (m, 2 H), 1.74 (m, 2 H). 1.96 (m, 2 H 
). 2.66 (m. 6 H), 3.01 (m. 2 H). 3.24 (t, 2 H). 3.91 (t, 2 H), 6.83 (d, 2 H). 7. 
13 (m, 5 H), 7.22 (m. 2 H)o 
^mm2 1 (2) : N- (3- 14- r (7-7 J^-JV^T^f-^V) :f^'>1 7^ 



TLC : Rf 0.31 (:J^nn^;i/A : ^ : T>'-=&— T7ic=80 : 20 : 4) ; 

IH NMR (CD3OD) : 8 1.38 (m, 6 H). 1.62 (m, 2 H), 1.72 (m, 2 H). 1.96 (m, 2 H 

), 2.66 (m, 6 H). 3.01 (m. 2 H), 3.23 (t, 2 H), 3.92 (t, 2 H), 6.83 (d, 2 H), 7. 
12 (m, 5 H) . 7. 23 (m. 2 H) o 

■Mm2 1 (3) : N- [3- (4 --r 7^nbf;vl -^-7 7-> 



TLC : Rf 0.21 (^^ nn>}>;VA : ^ ^ y : T>^-T7K=80 : 20 : 4) ; 
IH NMR (CDsOD) : 8 0.97 (t. 3 H), 1.47 (m. 2 H), 1.73 (m. 2.H), 1.96 (m. 2 H 
), 2.67 (m, 4 H), 3.01 (m, 2 H), 3.23 (t, 2 H), 3.93 (t, 2 H), 6.84 (d, 2 H), 7. 
12 (d, 2 H)o 

^]!ife^J2 7 (4) :N- i3- [4- -7^-;^] T^ntfjl/} -B-T 

v=-y m: 



TLC : Rf 0.24 C^' nn^;vA : ^ 7 -;v : T — 77fc=80 : 20 : 4) ; 

IH NMR (CD3OD) : 8 0.94 (t, 3 H). 1.41 (m, 4 H), 1.72 (m, 2 H). 1.96 (m, 2 H 
). 2.65 (t, 2 H), 2.71 (t. 2 H), 3.01 (m, 2 H). 3.24 (t, 2 H), 3.92 (t. 2 H), 6. 
84 (d, 2 H). 7.12 (d. 2 H)o 

^i^^2 7 (5) :n- i3 - C4- (^^vjv:^^'» 7j^-;v1 -/ne;!/} -s-r 



TLC : Rf 0.27 no^;l/A : > ^J^y : 7>'^-77K=80 : 20 : 4) ; 
IH NMR (CD3OD) : 8 0.91 (m, 3 H). 1.35 (m, 4 H). 1.48 (m, 2 H), 1.74 (m, 2 H 
), 1.96 (m. 2 H). 2.65 (t. 2 H), 2.71 (t. 2 H). 3.01 (m, 2 H), 3.24 (t. 2 H). 3. 
93 (t. 2 H), 6.84 (d, 2 H), 7.12 (d, 2 H)o 

;jifei?fl2 7 (6) :n- 13 - C4 - -/pfci'jvt -b-t 

tiiiE# 2004-3083062 



#0 2004-169958 



^~-J : 86/ 



TLC : Rf 0.29 (^^ on>f!;i/A : ^ : t>'^-T7K=80 : 20 : 4) ; 

IH NMR (CD3OD) : $ 0.90 (m. 3 H), 1.32 (m, 8 H). 1.72 (m, 2 H), 1.96 (m. 2 H 
). 2.65 (t. 2 H). 2.70 (t, 2 H). 3.01 (m, 2 H), 3.23 (t, 2 H), 3.92 (t. 2 H), 6. 
84 (d, 2 H), 7.12 (d. 2 H)o 

^jife^2 7 (7) : N- 13- [4- (:t 7:n-;Vl -/?-T 



TLC : Rf 0.30 (iruu^nyA : pi : t:^^-T7K=80 : 20 : 4) ; 

IH NMR (CD3OD) : 8 0.90 (m, 3 H), 1.31 (m. 10 H), 1.74 (m, 2 H). 1.96 (m, 2 

H). 2.65 (t. 2 H), 2.71 (t. 2 H). 3.01 (m, 2 H). 3.24 (t. 2 H), 3.92 (t, 2 H). 6 
.84 (d. 2 H). 7.12 (d, 2 H)o 

jlMM2 7 (8) : N- 13- [4- -7j^-JV1 •/nbf;Vt -B-Ty 



TLC : Rf 0.31 (i^nn>^;VA : > ^'y-;^ : T>'^-Tp!|c=80 : 20 : 4) ; 

IH NMR (CD3OD) : S 0.89 (m. 3 H). 1.29 (m, 12 H), 1.73 (m, 2 H), 1.96 (m, 2 
H), 2.65 (t, 2 H), 2.71 (t. 2 H), 3.01 (m. 2 H), 3.24 (t, 2 H), 3.92 (t, 2 H), 6 
. 84 (d. 2 H) . 7. 12 (d, 2 H) o 

mmm2 7 (9) : N- ( t e r t -N- (3 - l4 - F ( 5 - 

7 ^Jic:^;!/} •fU}£)V) -g-T7 — > 

TLC : Rf 0.40 (^anj^;l/A : ^ ^y-;l/ = lO : 1) ; 

IH NMR (CDCI3) : S 1.45 (s, 9 H). 1.67 (m. 8 H). 2.53 (t. 2 H), 2.64 (m, 4 H 

), 3.23 (t. 2 H), 3.47 (t. 2 H), 3.92 (t. 2 H). 6.81 (d, 2 H), 7.07 (d, 2 H), 7. 
18 (m, 2 H) , 7. 27 (m, 3 H) o 

;jife^2 8 :n- 13- [4- (3-y:r.=.}]y^u:^^i^) •fu}£M -n- 

[0 4 3 71 

[<b 1 1 6 ] 




• CF3COOH 

[0 4 3 8] 

tert-7'f-;v N- i3- [4- ( 4 - 7 ^ h ^ v) •7"nii°;V| 
-yS-T7-3^-h (8. Omg) (^y^^nnji^V (0. 2mL) 3 - 7 ^ - ;v 

(0. GO 8mL) iQ^^Xl^ b U "i^A h U T-fe h^i/;j^'nt. F'; K (2 1m 

g) ^sn£T 1 7 0tF^^?a-eMii ^ L^io (1. omD ^ijnx 

•C#iil L. yy^y}- i/JlyJ^Jl^^ ( ^ ^ b - >^%fc$il ; Cat No. MIL1025) ( 2 tf 

0. 3mmo 1) ^Mk.X im^mULfZo y ^ y ^KJiB^^^m^^h"^^ tUl^. v 

1. 0mLx2) i,z3 o^mmi^fzo nhiitzm^mi\iL. ^nh^^io-^xmrni^fzo 

n^i^ h V y :t uWpM ( I . OmD ^XV^P^uu^^y (1. OmL) ^rUnx-T, 

Mza-ei eBtr^iiiS^m, ^^b, TiS!^l4<i'Sr*f -s^S'lk-a-tf (i Omg) im^o 

[0 4 3 91 

TLC : Rf 0.81 : S^m : 7ic=3 : 1 : 1) ; 

IH NMR (CDaOD) : S 1.83 - 2.00 (m. 4 H), 1.99 - 2.13 (m, 2 H), 2.57 - 2.69 ( 
m, 4 H), 2.70 - 2.84 (m. 4 H), 3.04 - 3.20 (m, 4 H). 3.40 (t. 2 H), 3.91 (t, 2 H 
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), 6.83 (d. 

mm 2 9 



1 H). 7.11 (d, 2 H). 7.14 

3- ( ! (2E) -3- r4 



7.33 (m. 10 H)o 

(3 --7 j^-;i/-7'n bfJi^) y 



-2- 



10 4 4 0] 
Hbl 1 71 




[0 4 4 1 ] 

p-Ty^y (433mg) <D:^^J'-)V (SOml) mMWL\^:^W.iti- Y ^ ^ (204m 
g) ^ijnx./Co ii^i^4-0'C-e h U ^ h^v^ ^ > (532/^1) =Srinx., (2E) -3- 
[4- (3 — ;vyn>}^^-» ^ai-^-] 2 -a^'^-;V (1.43g) <^>:J^y- 

)V (SOml) t7-Yv\^Yuy^y (lOml) m.'^mW.^M^fZo K^^m,^^^ 0 



tr3 O^F^m^l^L/co ^^-^tJi* O'CtfTlc^'fb'^'^^^-^ b i; -^/A (221mg) «r1)Px.fCo R 
JSli^i^=Sr 0*C-C3 0:S-F^WL:^Co RM-^tft^^ 2 N:^m (5.5ml) ^H^k. ii^L 

fco #<btt/c^Sii:^nn7^;i/A : > : T>^— T7K.= 8 0 : 1 0 : 1 otS'^?^ 

=80 : 20: 4) -eflliaLf^o #?>tLfc«|»Ov*:i-^-9-> (100ml) iiTK (15ml) 
?£tr0'C"e4mo 1 / 1 <7):^<b7K* ^-9- y^t?^ (0.9ml) ^tHX-fCo RJStS-^i 

(1.16g) =£:#/Co 
[0 4 4 2] 

m.^. : 181- 186 1: ; 

TLC :Rf 0.19 (^nnsJ:;VZs : p< iJ'y'-;!/ : T ^'■^■-T7K.=80 : 20 : 4) ; 

NMR (CDsOD) : $ 7.39 (d. J=9.00 Hz, 2 H), 7.11 - 7.28 (m. 5 H), 6.88 (d. J 
=9.00 Hz, 2 H), 5.77 (tq, J=7.50, 1.50 Hz, 1 H), 3.96 (t, J=6.50 Hz, 2 H). 3.88 
(d. J=7.50 Hz, 2 H), 3.30 - 3.34 (m, 2 H). 2.74 - 2.83 (m, 4 H), 2.15 (d, J=1.50 
Hz, 3 H), 2.00 - 2.11 (m. 2 H)o 
^ifeM2 9 (1) -2 9 (4) 

(2E) -3- [4- (3 -7i^;v/o^°^i/) ;v] zf^-2-^i-'-n^<Dj^ 

^^^L. &.rllZ^Lfz:^mm^\:^m^mzo Tt/iu. «^J2 9 (4) (Dit^miis m 

^ife^J2 9 (1) :3-(l(2E)-3-r4- ( 3 - '> '>;i/7^p Tjfdr - 

TLC : Rf 0.22 (^^^.i^;^i^ : : T>'^-T7jc=80 : 20 : 4) ; 

^H NMR (CD3OD) : a 0.84 - 1.01 (m, 2 H) 1.13 - 1.40 (m, 6 H) 1.61 - 1.83 (m, 
7 H) 2.34 (s. 3 H) 2.77 (t, J=6.50 Hz, 2 H) 3.22 - 3.29 (m. 2 H) 3.82 (d, J=7. 00 
Hz, 2 H) 3.93 (t, J=6.50 Hz, 2 H) 5.95 - 6.09 (m, 1 H) 6.68 - 6.76 (m, 2 H) 7.0 
6 (d, J=15.50 Hz, 1 H) 7.43 (d. J=9.50 Hz, 1 H)o 
Mm 2 9 (2) : 3 - ( I ri -pt-f-;V-6- (4 -7 j^-JV^ h ^ v) -3. 4-v 



ti KP- 2 -■j-7 ^ l^^;!"] T<y) -fuz-^y 

: 162. 5-163. 3*0 ; 

TLC : Rf 0.16 (^ nnsf;;i/A : : T T7K=80 : 20 : 4) ; 
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NMR (CD3OD) : 5 7.09 - 7.33 (m, 6 H), 6.66 - 6.80 (m. 2 H), 3.95 - 4.01 (m, 
2 H), 3.93 (s. 2 H), 3.25 - 3.34 (m, 2 H). 2.71 - 2.83 (m, 4 H), 2.61 - 2.71 (m 
, 2 H). 2.26 - 2.38 (m, 2 H), 2.15 (s. 3 H), 1.72 - 1.83 (m. 4 H)o 
^mm2 9 (3) : 1- } [l-^-^;v-6- (4-y -3. 4-vl^ 



TLC : Rf 0.14 i^uuyi^)VM, : jt ^ : 7>^ — T7)<.= 80 : 20 : 4) ; 

NMR (CD3OD) : 57.03 - 7.39 (m. 6 H). 6.64 - 6.82 (m. 2 H). 4.20 - 4.48 (m. 
2 H). 4.16 (s, 2 H). 3.92 - 4.06 (m, 2 H), 3.57 - 3.82 (m. 1 H), 3.24 - 3.36 (m 
2 H), 2.61 - 2.79 (m, 4 H), 2.17 - 2.29 (m. 5 H). 1.72 - 1.83 (m, 4 H)o 

;M^J2 9 (4) : N- I [1- (5 -7 - 1 H-^ K-;v- 5 

TLC : Rf 0.23 (^7 u u )]y : ^ : T>^-T7K=80 : 20 : 4) ; 

NMR (CD3OD) : 5 7.66 (d, J=1.50 Hz, 1 H), 7.46 (d, J=8.50 Hz, 1 H), 7.16 - 
7.26 (m, 4 H), 7.06 - 7.14 (m, 3 H), 6.46 (d. J=3.00 Hz, 1 H), 4.25 (s, 2 H), 4. 
18 (t, J=7.00 Hz. 2 H), 3.15 (t, J=6.50 Hz, 2 H), 2.53 (t. J=7.50 Hz, 2 H), 2.48 

(t, J=6.50 Hz. 2 H), 1.78 - 1.90 (m, 2 H), 1.54 - 1.66 (m, 2 H), 1.23 - 1.36 (m 
. 2 H) 



E D G - 6 1 2 V- hi,z2xi 0 5 mm^. 1 2 mmmzm^k^ o 

. 5mL<DTy't-(/'iy7r--^2mi9c^LfZo Kb Bm z iA^iU'tfztbom^^ 

'^ll®ll'i5V>t:{±^-5r(7)ig;gOD-J:-'j;^n-;^7'f >=fv'>'-3 - H] -1-:^^;^ 

y Y t 2 fi L<O0 . DIN N a OH'SrjjPx.Tt 0. A mL <DT y -t^ /^y y t -f^i:^ 
6 0:S-7K±<^^#T-BJ3&^lr-f h L:Aco j^-'V=Sr 0. 8mL<DT y 

•fe-f /N'-;' 7T--r2 Il?5fe^L/c:t^> 0. 5%TCA 0. ImL. 9 'f vJ^^^y "7 r - 
(2% NaaCOa, 4% NaOH> 0. 1% SDS) 0. 4mL> IN H 
CI 0. 1 mL 'Srtinx.T. «^#:^«$-fr7to 0. 5 m L co«Ti^* H'^-;' h ■v > 
HT:^f T;!' (PACKARD) '^IIJR.L. 7mL(^ACSII (Amersha 

m) =^lin£x J: <m#:^-^/i#:tc, 3 yij ^ y ^ - (TRI-CARB 

2 9 0 0TR PACKARD) X-JlcltfS'tt^il!l^L> Kd m=Sr*i6/Co *:fe> 
fi<j^^{40. GIN NaOHOft:b!9t;^»S 1 P=l-^Mt?2 5/zMa:^;5> J:dt^ 

X. 1 1:: J: i9^ie>^^o t /cJ^iL-hJ: «9^*/cKd -fit =£• ^) t K i =Sr ^-^^-^H 
l^-ef±. 5nmo l/L(DD-J^y;^n-><.-7^ Z/zf'yy- 3 - H] -1-5^;^7jc 

-btO~l//mo 1 /LOfFWk'^i^ttax.^cO. 4 mLOT y -feWz-^^y 7T-Ff tcis 

v^T. 6 0^7jc±O^#-e»^-f h L/co ^^'^Hiil.l^iiMlg'^ll 

C^m] *l&H>g^b'^%^±^ 1 0 0//mo \ yLKxmm^m^^Ltzo mx.it. 3- [3 

- (4- ( 5 — ;v) yne;VT^/] ya/N°>'^<Z)K i 
-litiO. 3 5 2 ^ mo 1 /L-C2feo/Co 

J|'I4S Prague -D awl ey^yh (B:$:^^ -^^T. U 15^^^6511$) K 
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UftLfzo nhiifzik^(D~^i:. #]®ggKlJfiL^tf-8fe^fi (Sysmex SF-30 

m^] ^^M^t^mit, V ^^-^^^^WL'j^^^^tzo m^ii. 3- [s- (4- (5-7 

:L=.)V^y^j]/:t^i/) 7'ntf;i'T^y] 7"n/N°>@j{±, i o^ 3 0> 100 

HhEDG-l. EDG-3> E D G - 5 ^ E D G - 8 itfE^=-=Sr-?- tL-rtLjtfSlliim 
$^fw^^-f ^-XyNA:x.tJ'-:}--^^U - (CHO) ^J3&'^^ 10%FBS ("i? vJife^BlfiL 

^t) , ^-->y v/;^ > h-r^ i/y^XV^zTy:^^-^^ -Jy (5 y« g/m 1 ) ^^<d 

Ham' s F 1 2^:^ (G I BCO B R Lttm) tfco ^« Lfc»=Sr 5 M 

Fu r a (1 0%FBS, 2 0 mM HEPES^®?^ (pH7. 4) . 

i.Xf2. 5mM 7'n^;t>v F-^>t^H am' sF12:^:Hll) 4'-e> 3 7 1:> 60^P^-f 
Vdpj.^- h L/Co 2 OmM HEPESj^^^Sl (pH7. 4)i3j:r;^2. 5 mM T'n 
^^^v' K^-g-tfH a n k sl^-ei HI^^L. |WI?Sl'^Lf^o iJ' U > ^5^ 

vy^xA (FDS S 6 0 0 0; h - ^5^ ) K^fV- Y t-fey hU^ 3 0#^ 

>^;>?^;VX;Vs^^v K (DMSO) -^^S) '^^L. ^<Db^m^S w i^^m : 10 
OnM) ^muLX. S 1 P»tif^Ojffl]i&l*l*;v>"^7A-f :r>jftEO±#=$r 3|j?r^ll-C* 

iilSL/i (®^?£S3 4 0 nmjs itfS 8 0 nm, m^Wi&5 0 0 nm) o 
[0 4 4 3] 

fc-i; j^;ve(^S 1 P$!l^-COlf-^^ffi^3> M3-;l/>(t (A) i: fpflfi'fb'^tl'^^initl 
<^'(i7&-'b^M^<^MJtc7)±#'(it (B) fc^Jt^L. ?ifflBai*l*;V'>'> :t [Ca2 + 
] i 2^;K±#^«:%-e, (%) = (B/A) X 1 0 O-C^mtfco 'ft'^tfO^iftiS 

-e<^_h#^^^a6E C 5 0 m^M-BLfzo 

Hife^ 2 X-fs^ffl L/i> ^b-^^S-^ =Sr It o 41145 prague-Dawley7-;'h ( 

m^v y^m^mmLfzo ^mK^^^^. mi^**;^-^^ >@^L/cm. awJt=sr'f^i^L 

[0 4 4 4] 

3- [3- (4- (5 -■7i-;i/^>^;i'^^-» •/ne;vT5y] -/n/N' 

(lOOg) , 3!;;v>K^->^f-;i/-fe;i/n-;^3&;v5/'j7A (2 0. 0 g) > 

>?.xT'J V^ViT^v-i; A (iiri-SiJ) (10. Og) . m^H^H-b>'Vn->?. (8 7 0 g) O 

T^m^mzo 
mMm2 : 

3- [3- (4- (5 T'n tr;i/T^ yn/N' 

(2 0 0 g) . (2 kg) . sutk (5 0 L) (D^^^^-B^iza^m 

^Lfz^^s ^ )^i^-x^MLs 5m 1 -for:^ >^;vtc3e*L, :t - h ^ - ^-e Jn 

|^MUT> 1 T>7';V4'2 Omg<?)?Stt^^=Sr-^>t1"ST>-7';H:3?2f:^#/Co 
[0 4 4 5] 
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[0 4 4 6] 

^ o 

10 4 4 7] 

(I) X^^fi^^^m^it^^. ^(D-fuh'y^yi^tfzii^fihffyWi. EDG 

-r^ffi^R/s. #3fitM§^mj^. MM-M^s^ji. ge^&^tt^m (^ttt-xUT-^h-r' 
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l/E 



mm 
mm] 




COOH 



0) 



i&cj-CV^-C^) J: < . ni!)^0<Dm^. m{4 1 . ;d>oR^ {4H. «^*) 
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